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Consultants in Government Affairs October 10, 2000

Documents Management Branch (HFA-305)
Division of OTC Products

Center for Drug Evaluation and Research
Food and Drug Administration

5630 Fishers Lane, Room #1061

Rockville, MD 20857

re:  Topical Antimicrobial Products for Over-the-Counter Human Use;
Tentative Final Monograph (TFM) for Health-Care Antiseptic Products
Docket Number 75N-183H
Benzethonium Chloride

Dear Sir or Madam:

On behalf of Lonza Inc., am submitting dermal absorption, pharmacokinetic and efficacy studies
in support of Category I status for the active ingredient benzethonium chloride, for all the
product types listed in the above TFM (patient preoperative skin preparation; surgical hand-scrub,
antiseptic handwash; hand sanitizer/dip for food handlers).

Lonza previously submitted to FDA an extensive database of safety studies conducted with
benzethonium chloride. After reviewing these studies, FDA scientists (at feedback meetings with
Lonzain April and August, 1998) asked Lonza to provide dermal absorption and pharmacokinetic
data with aqueous and ethanol formulations of benzethonium chloride. The specific studies
dermal absorption and pharmacokinetic studies and related studies included with this submission
are:

. Overview of Benzethonium Chloride Studies.

. The In Vitro Percutaneous Absorption of [**C]}-Benzethonium Chloride Through

Human and Rat Skin.

. Preliminary Pharmacokinetics Study of Dermally Applied “C-Benzethonium
Chloride in Rats -

. Dermal Irritation of Benzethonium Chloride in Rats

I
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As noted in the “Overview” document, dermal absorption of benzethonium chloride through
human skin is negligible (less than 1% of the applied dose). The preliminary pharmacokinetic
study did not detect quantifiable levels of radiolabeled benzethonium chloride in the blood at any
of the sampling intervals. Accordingly, the dermal absorption and pharmacokinetic studies show
that the safety margins for benzethonium chloride are large.

The following efficacy study is also being submitted:

. Determination of the Minimum Inhibitory Concentration (MIC) of One Product
When Challenged with Fifty Microorganism Strains Using the Macrodilution
Broth Method.

The efficacy study determined MIC values for benzethonium chloride against twenty-five (25)
ATCC strains and twenty-five clinical isolates of those same species, as specified in the TFM.
Lonza believes that the efficacy study provides sufficient presumptive evidence to show that
benzethonium chloride is efficacious for the monograph uses.

In separate correspondence, Lonza will be requesting a meeting with FDA to discuss this
- submission and the time-line for evaluating the submission. In particular, Lonza would like to
discuss the accelerated finalization of the monograph status of benzethonium chloride. We
strongly believe that such a step is in the public-interest since it would publicly clarify the status
of this important ingredient and provide a clear alternative to existing Category I actives.

If you have any questions about this submission, please contact me at (202) 393-3903.

Sincerely,

“

Eliot arrison
Agent for Lonza
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September 21, 2000

FINAL REPORT #000622
(TS# 00-1096) )
TITLE: Determination of the Minimum Inhibitory Concentration (MIC) of One Product when
Challenged with Fifty Microorganism Strains using the Macrodilution Broth Method

SPONSOR: LONZA, INC.
' 79 Route 22 East
Annandale, New Jersey 08801

COMPANY: BIOSCIENCE LABORATORIES, INC.
P.O. Box 190
Bozeman, Montana 59771

STUDY DIRECTORS:

Terri Eastman - Principal Study Director
James McDowell - Associate Study Director

PURPOSE:

This study evaluated the Minimum Inhibitory Concentration (MIC) of one (1) test product when
challenged with fifty (50) different microorganism strains. All testing was performed in accordance with
Good Laboratory Practices as specified in 21 CFR, Part 58.

SCOPE:

This study was a Minimum Inhibitory Concentration (MIC) evaluation for one (1) test product, performed
following the methods outlined in NCCLS Document M7-A5, “Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria that Grow Aerobically,” 5th Edition. The test product was evaluated, in
duplicate, against fifty (50) different microorganism strains — twenty-five (25) ATCC strains and twenty-
five (25) Clinical Isolates of those same species — as specified in the Tentative Final Monograph, Federal
Register, 17 June 1994, vol. 59:116, p. 31444,

TEST PRODUCT:

The test product evaluated was provided to Company by Sponsor. Responsibility for the identity, strength,
purity, composition and stability of the test product remained with Sponsor.

Product 1 - Benzethonium Chloride, USP
Lot Number: 100037 (4022-S)
Expiration Date: 07/17/01

On each test day, a 5% (w/v) solution (50,000 ppm) of the test product was prepared by weighing 5 g of
test product into a sterile glass beaker and adding 100 mL. of Sterile Water-for-Irrigation.

Sterile Water-for-Irrigation, Abbott Laboratories Lot Number: 58-842-4B-2, Expires 11/01/02
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8.0 EQUIPMENT:

8.1 Steam Autoclaves: BSLI 91113 and BSLI 91127

8.2 Laminar Biological Flowhood (certified): BSL1 91119

83 Water Bath, 47° +2°C: BSL1 930611

8.4 Water Bath Thermometer: BSLI TI-971001

8.5 Continuously Adjustable Pipetters, 100pL - 1000uL Capacity: BSLI 970204, BSLI 991204, and
BSLI 000504

8.6 Continuously Adjustable Pipetter, 20uL - 200uL Capacity: BSLI 991205

8.7 Microman® Positive Displacement Pipetters, 100uL - 1000uL Capacity: BSLI 970203, BSLI
971104, and BSLI 000503

8.8 Portable Pipetters: BSLI 971206, BSLI 980602, and BSLI 980902

8.9 Beckman Model TJ-6 Centrifuge, Serial Number 7408

8.10 Environmental Chamber, 30° + 2°C: BSL1 930214

8.11 Environmental Chamber Thermometers: BSLI T1-960111 and BSLI TI-960611

8.12 Incubator, 30° + 2°C: BSLI 930712

8.13 Incubator Thermometer: BSLI TI-930712A

8.14 Incubator, 35° +2°C: BSLI 91101

8.15 Incubator Thermometers: BSLI TI-960109 and BSLI TI-971006

8.16 Anaerobic Incubator, 35° + 2°C: BSLI 960802

8.17 Anaerobic Incubator Thermometer: BSLI T1-960602

8.18 Incubator, 55° - 60°C: BSL1 91059

8.19 Incubator Thermometer: BSLI TI-2064

8.20  Refrigerators, 2° - 8°C: BSLI 91109 and BSLI 991201

8.21 Refrigerator Thermometers: BSLI TI-91109 and BSLI TI-971004

822  Vortex Mixers: BSLI 980103 and BSL1 991002

8.23 Orion pH Meter Model 720: BSL1 931104

8.24 Mettler BB240 Balance: BSLI 930409

8.25 A & D Balance Model EX-2000G: BSLI 960801

8.26 Troemner Weights: BSLI 930408

8.27 Ohaus Weights: BSLI1 961011

8.28 Hewlett-Packard HP-15C Hand Calculator

8.29 Texas Instruments T1-35X Hand Calculator

8.30 Texas Instruments TI-36X Hand Calculator

9.0 SUPPLIES: <

9.1 Sterile 5 mL Disposable Pipettes: Kimble Lot Number N0O00§0C

9.2 Sterile 25 mL Disposable Pipettes: VWR Lot Number 23099021

9.3 Sterile 50 mL Disposable Pipettes: Kimble Lot Number 01000008

24 Sterile 20 cc Syringes: Becton-Dickinson Lot Number 9281282

9.5 Sterile Disposable Petri Plates, 100 mm x 15 mm: American Precision Plastics Lot Number
00268906

9.6 Test Tubes, Sterilized

9.7 Universal 1.0 and 0.2 mL Pipette Tips, Sterilized

9.8 Sterile 1.0 mL Positive Displacement Tips: Gilson Batch Number B0030922S

9.9 Hand-Tally Counters

9.10 125 mL Polypropylene Bottles, Sterilized

9.11 Glass Beakers, Sterilized

9.12 Inoculating Loops

9.13 Graduated Cylinders, Sterilized

9.14 GasPak™ Anaerobic System

9.15  GasPak Plus™ Hydrogen plus Carbon Dioxide Gas Generator Envelopes

FINAL REPORT #000622
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10.0

110

10.1

Tryptic Soy Broth (TSB): TSB001012A

102 Brain-Heart Infusion Broth (BHIB): BHIB001107A

103 Schaedler’s Broth (SB): SB000914A and SB001020E

104 Mueller-Hinton Broth (MHB): MHB001109B

10.5  Mueller-Hinton Broth with Bacto Supplement B (MHB-VX): MHB001109B
Supplement VX: Bacto Control Number 140556K A, Expires 04/30/02 ’

10.6  Cation-Adjusted Mueller-Hinton Broth with Lysed Horse Blood (CAMHB-B) CAMHB001020D
and CAMHBO001201C
SP Blood Supplement: Difco Lot Numbers 143812KA, Expires 10/31/00 and 143115KA, Expires
09/30/00

10.7  Anaerobic MIC Broth (AMIC): AMIC001104E

10.8  Tryptic Soy Agar (TSA): TSA001013A, TSA001014A, TSA001017A, and TSA001122A

10.9  Brain-Heart Infusion Agar (BHIA): BHIA001020G and BH1A001104C

10.10  Sabouraud Dextrose Agar (SDA): SDA001020B

10.11  Schaedler’s Agar with Lysed Horse Blood (SA-B): SA001020C
SP Blood Supplement: Difco Lot Number 143812K A, Expires 10/31/00

10.12  Tryptic Soy Agar with 5% Sheep Blood (SBA): PML Lot Numbers 66723-1, Expires 10/03/00
and 68375-1, Expires 10/25/00

10.13  Chocolate Agar with Enrichment (CAE): PML Lot Numbers 65383-1, Expires 08/29/00 and
68175-1, Expires 10/03/00

10.14  Mueller-Hinton Agar with Dextrose and Bacto Supplement B (MHAD-VX): MHAD000907B
Supplement VX: Bacto Control Number 140556K A, Expires 04/30/02

10.15  Phosphate Buffered Saline Solution (PBS): PBS001013D and PBS001116E

METHODOLOGY:

Inoculum Preparation - Approximately 48 - 96 hours prior to testing

11.1

11.2

An inoculating loop was used to inoculate separate sterile tubes of the broth medium appropriate
for each of the challenge microorganisms (except Haemophilus influenzae [ATCC #19418 and
Clinical Isolate], Streptococcus pneumoniae [ATCC #6303 and Clinical Isolate], and
Streptococccus pyogenes [ATCC #19615]) from lyophilized vials or cryogenic cultures containing
the microorganisms (reference Table I). The microorganism cultures were incubated at the
temperatures and under the conditions appropriate for each species (reference Table I) for
approximately twenty-four (24) hours, or until sufficient growth was observed.

For the Haemophilus influenzae (ATCC #19418 and Clinical Isolate), Streptococcus pneumoniae.
(ATCC #6303 and Clinical Isolate), and Streptococcus pyogenes (ATCC #19615), plates of the

. appropriate solid media (reference Table I) were inoculated from lyophilized vials, cryogenic

cultures, or stock cultures containing these microorganisms. These plates were incubated at the
temperatures and under the conditions appropriate for these species (reference Table I) for twenty-
four (24) to forty-eight (48) hours, or until sufficient growth was observed.

FINAL REPORT #000622
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Inoculum Preparation - Approximately 24 - 48 hours prior to testing

11.3

114

11.5

The broth cultures prepared as described in Section 11.1 (except those for Bacteroides fragilis
[ATCC #2528 and Clinical Isolate]) were inoculated onto the surface of the solid medium
appropriate for each microorganism and incubated at the temperatures and under the conditions
appropriate for each species (reference Table I) for twenty-four (24) hours, or until sufficient
growth was observed. This produced lawns of the microorganisms on the surface of the agar
plates which were used to prepare the challenge suspensions.

For the Bacteroides fragilis (ATCC #25285 and Clinical Isolate), the broth cultures prepared as
described in Section 11.1 were subcultured in additional tubes of Schaedler’s Broth and incubated
at the temperature and under the conditions appropriate for this species (reference Table 1) for
twenty-four (24) to forty-eight (48) hours, or until sufficient growth was observed. Following
incubation, the challenge suspensions were prepared by centrifuging the broth culture tubes,
combining the resulting pellets, and resuspending them in Schaedler’s Broth.

For the Haemophilus influenzae (ATCC #19418 and Clinical Isolate), Streptococcus pneumoniae
(ATCC #6303 and Clinical Isolate), and Streptococcus pyogenes (ATCC #19615), a suspension
was prepared for each microorganism from the plates prepared as described in Section 11.2 by
rinsing the plates with Phosphate Buffered Saline. Aliquots of each suspension were then spread-
plated onto the surface of additional plates of the solid medium appropriate for each
microorganism (reference Table I). These plates were incubated at the temperature and under the
conditions appropriate for these species (reference Table I) for twenty-four (24) to forty-eight (48)
hours, or until sufficient growth was observed. This produced lawns of the microorganisms on
the surface of the agar plates which were used to prepare the challenge suspensions.

Challenge Suspensions

11.6

1.7

Immediately prior to initiating testing, an initial suspension of each microorganism {(except
Bacteroides fragilis [ATCC #25285 and Clinical Isolate]) was prepared by inoculating a test tube
of Phosphate Buffered Saline with microorganisms taken from the plates of solid media prepared
as described in Sections 11.3 and 11.5. Suspension concentrations of approximately 1.0 x 10°
CFU/mL were prepared. The challenge suspensions of Bacteroides fragilis (ATCC #25285 and
Clinical Isolate) were prepared as described in Section 11.4.

Final challenge suspensions containing approximately 1.0 x 10° CFU/mL were achieved for each
microorganism by placing a 0.1 mL aliquot of the approximately 1.0 x 10° CFU/mL suspension
into a sterile 125 mL polypropylene bottle containing 100 mL of the broth appropriate for each
microorganism (reference Table I). The challenge suspensions were mixed thoroughly prior to
use in testing. '

Initial Population Determination

11.8

An initial population was determined for each challenge suspension by making ten-fold dilutions
(10, 102, 1072, and 10"*) from the inoculum bottle into Phosphate Buffered Saline and pour- or
spread-plating, in duplicate, 0.1 mL aliquots of the 102, 107, and 10 dilutions using the solid
medium appropriate for each microorganism (reference Table I). Hence, the final plated dilutions
were 107, 10, and 10°. These plates were incubated at the temperature and under the conditions
appropriate for each challenge microorganism (reference Table I) until sufficient growth was
observed.

FINAL REPORT #000622
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Testing Procedure

11.9

11.10

11.11

1112

Controls

11.13

11.14

A series of 1:2 (v/v) dilutions of the 5% (w/v) solution of the test product (reference Section 7.0)
were prepared using the broth appropriate for each challenge microorganism (reference Table 1),
resulting in product dilutions of 1:2, 1:4, 1:8, 1:16, 1:32, 1:64, 1:128, 1:256, 1:512, 1:1,024,
1:2,048, 1:4,096, 1:8,192, 1:16,384, and 1:32,768.

1.0 mL aliquots of each product dilution prepared were transferred to separate sterile test tubes. A
series of fifteen (15) tubes, each containing 1.0 mL of the appropriate product dilution (1:2, 1:4,
1:8, 1:16, 1:32, 1:64, 1:128, 1:256, 1:512, 1:1,024, 1:2,048, 1:4,096, 1:8,192, 1:16,384, and
1:32,768), were prepared for each microorganism evaluated (reference Table I).

A 1.0 mL aliquot of challenge suspension containing approximately 1.0 x 10° CFU/mL was
introduced into each dilution tube in the series, thereby resulting in a final product dilution series
of 1:4, 1:8, 1:16, 1:32, 1:64, 1:128, 1:256, 1:512, 1:1,024, 1:2,048, 1:4,096, 1:8,192, 1:16,384,
1:32,768, and 1:65,536, with each dilution containing approximately 5.0 x 10° CFU/mL of the
challenge microorganism.

The test procedure outlined in Sections 11.10 and 11.11 was performed, in duplicate, for each of
the microorganism species tested (reference Table I).

A positive control tube (growth control) containing a 1.0 mL aliquot of the broth medium
appropriate for the microorganism (reference Table I) and a 1.0 mL aliquot of the challenge
suspension were prepared for each microorganism (reference Table I).

A negative (media) control tube (no microbial inoculation) of the broth medium appropriate for
the microorganism (reference Table I) was also prepared.

Incubation

.15

The challenge suspension/product dilution tubes and the controls were incubated at 35° + 2°C for
sixteen (16) to twenty-four (24) hours, or until good growth was apparent in the positive control
tubes.

Determination of Results

11.16

11.17

Following incubation, the tubes were examined for growth of the microorganisms, as indicated by
turbidity.

The Minimum Inhibitory Concentration (MIC) for the test product versus each challenge
microorganism was recorded as the highest dilution of test product that completely inhibited
growth of the microorganism, as detected by the unaided eye. The MIC was also calculated in
parts per million (ppm) of the active ingredient of the test product present at this product dilution.
The results of the duplicate runs for the test product versus each microorganism were averaged
together to provide the final reported values.
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TABLE ]

No. | Microorganism Species | ATCC or BSLI #* ln(c]\ljll;gtigzb'l;isl;le (]ncl)l:l}l)?zg.o;(rll‘;rgll)aetrjsmgily) Media
1 Acinetobacter baumannii ]9606 20 Hours 35°x2°C BHIB/BHIA/MHB
2 | Acinetobacter baumannii 061700Ab6* 20 Hours 35°x2°C BHIB/BHIA/MHB
3 Bacteroides fragilis 25285 42.50 Hours 35° £ 2°C (Anaerobic) SB/SA-B/AMIC
4 Bacteroides fragilis 060700Bf2* 42.50 Hours 35° £ 2°C (Anaerobic) SB/SA-B/AMIC
5 Enterobacter cloacae 13047 20 Hours 35°x2°C TSB/TSA/MHB
6 Enterobacter cloacae 121799Ecll* 20 Hours §5° £2°C TSB/TSA/MHB
7 Enterococcus faecalis 29212 20.25 Hours 35°x2°C TSB/TSA/MHB
8 Enterococcus faecalis 121699Efs1* 20.25 Hours 35°+2°C TSB/TSA/MHB
Enterococcus faecium 19434 20.25 Hours 35°x2°C TSB/TSA/MHB
10 Enterococcus faecium 061700Efm1* 20.25 Hours 35°x2°C TSB/TSA/MHB
11 Escherichia coli 11229 20.25 Hours 35°+£2°C TSB/TSA/MHB
12 Escherichia coli 010500Ec8* 20.25 Hours 35°+2°C TSB/TSA/MHB
13 Escherichia coli 25922 20.25 Hours 35°x2°C TSB/TSA/MHB
14 Escherichia coli | 010500Ec6* 20.25 Hours 35°+2°C TSB/TSA/MHB
15 Haemophilus influenzae 19418 20 Hours 35°+2°C CAE/MHB-VX
16 | Haemophilus influenzae 062900Hi9* 20 Hours 35°+2°C CAE/MHB-VX
17 Kliebsiella oxytoca 43165 20.25 Hours 35°x2°C TSB/TSA/MHB
18 Klebsiella oxytoca 060700K 06* 20.25 Hours 35°+2°C TSB/TSA/MHB
19 Klebsiella preumoniae 11296 20.25 Hours 35°+2°C TSB/TSA/MHB
20 Klebsiella preumoniae 040400Kpn12* 20.25 Hours 35°+2°C TSB/TSA/MHB
21 Micrococcus luteus 7468 20 Hours 30°+2°C TSB/TSA/MHB
22 Micrococcus spp. 060700Ms8* 20 Hours 30°+2°C TSB/TSA/MHB
23 Proteus mirabilis 7002 20.75 Hours 35°%2°C TSB/TSA/MHB
24 Proteus mirabilis 062900Pm1* 20 Hours 35°x2°C TSB/TSA/MHB
25 | Pseudomonas aeruginosa 15442 17.75 Hours 35°+2°C TSB/TSA/MHB

* = Clinical Isolate

Inoc. Prep. = Inoculum Preparation

FINAL REPORT #000622
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TABLE 1 (continued)

No.| Microorganism Species | ATCC or BSLI #* 1“(%‘;??:“;3; ;“)‘e (Ing;‘“‘}’,‘::gf’gj;“;*;::::gily) Media
26 Pseudomonas aeruginosa 040400Pag* 20 Hours 35°:2°C TSB/TSA/MHB
27 Pseudomonas aeruginosa 27853 20 Hours 35°+2°C TSB/TSA/MHB
28 Pseudomonas aeruginosa 040400Pa9* 20 Hours 35°+2°C TSB/TSA/MHB
29 Serratia marcescens 14756 20 Hours 30°+2°C TSB/TSA/MHB
30 Serratia marcescens 060700Sm3* 20 Hours 30°+2°C TSB/TSA/MHB
31 Staphylococcus aureus 6538 17.75 Hours 35°+2°C TSB/TSA/MHB
32 Staphylococcus aureus 040400Sa4* 39.75 Hours 35°x2°C TSB/TSA/MHB
33 Staphylococcus aureus 29213 20 Hours 35°+2°C TSB/TSA/MHB
34 Staphylococcus aureus 0404008a5* 20 Hours 35°+2°C TSB/TSA/MHB
35 | Staphylococcus epidermidis 12228 17.75 Hours 35°+x2°C TSB/TSA/MHB
36 Staphylococcus epidermidis 0617008e13* 20 Hours 35°%2°C TSB/TSA/MHB
37 | Staphylococcus haemolyticus 29970 20 Hours 35°+2°C TSB/TSA/MHB
38 | Staphylocaccus haemolyticus 061700Shas* 20 Hours 35°+2°C TSB/TSA/MHB
) Staphylococcus hominis 27844 39.75 Hours 35°x2°C TSB/TSA/MHB
40 Staphylococcus hominis 060700Sho4* 20 Hours 35°+2°C TSB/TSA/MHB
41 | Staphylococcus saprophyticus 15305 39.75 Hours 35°+2°C TSB/TSA/MHB.
42 | Staphylococcus saprophyticus 060700853* 20 Hours 35°%2°C TSB/TSA/MHB
43 Streptococcus pneumoniae 6303 20.25 Hours 35°+2°C SBA/CAMHB-B
44 Streptococcus preumoniae 062900Spn6* 20 Hours 35°+2°C SBA/CAMHB-B
45 Streptococcus pyogenes 19615 20.25 Hours 35°%x2°C SBA/BHIA/CAMHB-B
1l 46 Streptococcus pyogenes 040400Spy10* 20 Hours 35°+2°C BHIB/BHIA/CAMHB-B
47 Candida albicans 10231 20 Hours 30°£2°C TSB/SDA/MHB
48 Candida albicans 040400Cal* 20 Hours 30°+2°C TSB/SDA/MHB
49 Candida tropicalis 750 20 Hours 30° +£2°C TSB/SDA/MHB
50 Candida tropicalis 121799Ct* 20 Hours 30°x2°C TSB/SDA/MHB

* = Clinical Isolate

Inoc. Prep. = Inoculum Preparation
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TABLE 11 :
Origin of Clinical Isolates Supplied by Compan

Organism Date Isolated Specimen Patient Age/Sex Source BSL1 ID No.
Acinetobacter baumannii Unknown Sputum "~ Unknown MRL 061700Ab6
Bacteroides fragilis Unkﬁown Unknown Unknown MRL 060700B12
Enterobacter cloacae 12/03/99 Wound 47/M UW/HMC 121799Eci!
Enterococcus faecalis 12/06/99 Blood 45/M UW/HMC 121699Efs]
Enterococcus faecium Unknown Rectal Swab Unknown MRL 061700Efm1
Escherichia coli 12/23/99 Unknown Unknown WMC 010500Ec8
Escherichia coli 12/22/99 Unknown - Unknown WMC 010500Ec6
Haemophilus influenzae Unknown Eye Unknown MRL 062900Hi9
Klebsiella oxytoca Unknown Nares Unknown MRL 060700K 06
Klebsiella pneumoniae 01/28/00 Sputum 60/M UofU 040400Kpn12
Micrococcus spp. Unknown Skin Unknown MRL 060700Ms8
Proteus mirabilis Unknown Nares Unknown MRL 062900Pm1
Pseudomonas aeruginosa 01/23/00 Sputum 35M UofU 040400Pa8
Pseudomonas aeruginosa 01/22/00 Urine 33/M UofU 040400Pa%
Serratia marcescens Unknown Nares Unknown MRL 060700Sm3
Staphylococcus aureus 01/16/00 Blood 50/M UofU 040400Sa4
Staphylococcus aureus 01/15/00 Blood 7™M UofU 0404008a5
Staphylococcus epidermidis Unknown Eye | Unknown MRL 061700Se13
Staphylococcus haemolyticus Unknown Eye Unknown MRL 061700Sha5
Staphylococcus hominis Unknown Unknown Unknown MRL 060700Sho4
Staphylococcus saprophyticus Unknown Unknown Unknown MRL 0607008s3
Streptococcus pneumoniae Unknown Sputum Unknown MRL 062900Spné
Streptococcus pyogenes Unknown Throat Unknown UofU 040400Spy10
Candida albicans 02/19/00 Sputum 33/M UofU 040400Cal
Candida tropicalis ) 10/21/99 Subhepatic Fluid 47/M UW/HMC 121799Ct
MRL = MRL Research Laboratory in Cypress, CA WMC = Western Montana Clinic in Missoula, MT

U of U = University of Utah Hospital and Clinics in Salt Lake City, UT
UW/HMC = University of Washington, WA / Harborview Medical Center
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s

120 RESULTS - TABLE III:

Table 111 presents the Minimum Inhibitory Concentration, in dilution and parts per million (ppm), of the
active ingredient for the product versus each of the fifty (50) microorganisms tested.

TABLE 111
Benzethonium Chioride, USP - Lot Number: 100037 (4022S)
5% (w/v) Solution in Sterile Water-for-Irrigation - 50,000 ppm

ll Microorganism Species ATCC or BSLI #* Mipimm Inhibltory Concentration
Product Dilution Parts per Million (ppm)
Acinetobacter baumannii 19606 1:2,048 24'4‘41
Acinetobacter baumannii .061700Ab6* 1:8,192 6.1035
- Bacteroides fragilis 25285 1:2,048 244141
Bacteroides fragilis 060700Bf2* 1:6,144 8.1380
Enterobacter cloacae 13047 1:1,024 48.8281
Enterobacter cloacae 121799Ecl1* 1:2,048 244141
Enteracoccus faecalis 29212 1:8,192 6.1035
Enterococcus faecalis 121699Efs1* 1:8,192 6.1035
Enterococcus faecium 19434 1:8,192 6.1035
Enterococcus faecium 061700Efm1* 1:8,192 6.1035
Escherichia coli 11229 1:1,024 48.8281
Escherichia coli 010500Ec8* 1:2,048 24.4141
Escherichia coli 25922 1:2,048 244141
Escherichia coli - 010500Ec6* 1:2,048 24.4141
Haemophilus influenzae 19418 1:6,144 8.1380
Haemophilus influenzae 062900Hi9* 1:8,192 6.1035
Klebsiella oxytoca 43165 1:2,048 244141
Klebsiella oxytoca 060700K 06* - 1:2,048 244141
Klebsiella pneumoniae 11296 1:4,096 12.2070
Klebsiella pneumoniae 040400Kpni2* 1:1,024 48.8281
Micrococcus luteus 7468 >1:65,536 <0.7629
Micrococcus spp. 060700Ms8* 1:32,768 1.5259
Proteus mirabilis 7002 1:512 97.6563
Proteus mirabilis 062900Pm1* 1:512 97.6563
Pseudomonas aeruginosa 15442 1:1.024 48.8281
* = Clinical Isolate
FINAL REPORT #000622
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TABLE 11 (continued)
Benzethonium Chloride, USP - Lot Number: 100037 (4022S)
5% (w/v) Solution in Sterile Water-for-Irrigation - 50,000 ppm

Minimum Inhibitory Concentration

Microorganism Species ATCC or BSLI #*
Product Dilution Parts per Million (ppm)
Pseudomonas aeruginosa 040400Pag8* 1:1,024 48.8281
Pseudomonas aeruginosa . 27853 1:1,024 48.8281
Pseudomonas aeruginosa 040400Pa9* 1:1,024 48.8281
Serratia marcescens 14756 1:512 97.6563
Serratia marcescens - 060700Sm3* 1:512 97.6563
Staphylococcus aureus 6538 >1:65,536 ;0.7629
Staphylococcus aureus 040400Sa4* >1:65,536 <0.7629
Staphylococcus aureus 29213 1:32,768 1.5259
Staphylococcus aureus 040400Sa5* >1:65,536 <0.7629
Staphylococcus epidermidis 12228 >1:65,536 <0.7629
Staphylococcus epidermidis 0617008Se13* >1:65,536 <0.7629
Staphylococcus haemolyticus 29970 >1:65,536 <0.7629
Staphylococcus haemolyticus | 061700Shas* >1:65,536 <0.7629
Staphylococcus hominis 27844 >1:65,536 <0.7629
Staphylococcus hominis 0607OOSho4’i‘ >1:65,536 <0.7629
Staphylococcus saprophyticus 15305 >1:65,536 <0.7629
Staphylococcus saprophyticus | - 060700Ss3* >1:65,536 <0.7629
Streptococcus preumoniae 6303 1:8,192 611035
. Streptococcus pneumoniae 062900Spn6* 1:8,192 6.1035
Streptococcus pyogenes 19615 1:16,384 3.0518
Streptococcus pyogenes 040400Spy10* | 1:4,096 122070
Candida albicans 10231 <1:256 > 195.3125
Candida albicans 040400Cal* <1:256 > 195.3125
Candida tropicalis 750 <1:256 > 195.3125
Candidd tropicalis 121799Ct* 1:256 >195.3125

* = Clinical Isolate

REFERENCE:

NCCLS Document M7-AS, “Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria that
-Grow Aerobically,” 5th Edition.
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BIOSCIENCE LABORATORIES, INC.,
P.O. Box i%0
Bozeman, Montana 59771-0190

President , : :

and CEO: \ 353\»&5?&&\ 9-2)-aD
Daryl S. Paul‘gon, Ph.D. Date

Manager of , '

In-Vitro

Principal

Study Director: /])0/ — 04 / H [ 00

em ‘Eastman Study Completion Date

] MBQ

Study Director: q 2100
Jamem Dowell Date

UALITY ASSURANCE STATEMENT:

This study was inspected by the Quality Assurance Unit, and reports were submitted to the Study Director
and Management in accordance with Standard Operating Procedures, as follows:

Phase Date

Product Testing 08/15/00 & 08/31/00

Data Audit 09/20/00

Draft Report Review 09/20/00

Final Report Review : 09/21/00

Reports to Study Director

and Management 08/15/00, 08/31/00 & 05/20/00

This study was conducted in compliance with Good Laboratory Practices standards, as described by then
FDA (21 CFR Part 58), with the following exception: test article preparations were not analyzed at
BioScience Laboratories, Ing), to,confirm concentration, stability, or homogeneity.

Director of]

Quality f

Assurance: q/ 3 ) Qﬂ
Datq’ !
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‘ CONFIDENTIAL

This Document has been copyrighted by BioScience Laboratories, Inc., and is considered confidential
between BioScience Laboratories, Inc. (Company) and Lonza, Inc. (Sponsor). This document is not
to be shown, given to, or used by anyone except Lonza, Inc. (Sponsor) without written permission
from BioScience Laboratories, Inc. (Company).
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\ July 11, 2000
PROTOCOL #000622
TITLE: DETERMINATION OF THE MINIMUM INHIBITORY CONCENTRATION (MIC)

OF ONE PRODUCT WHEN CHALLENGED WITH FIFTY MICROORGANISM
STRAINS USING THE MACRODILUTION BROTH METHOD

SPONSOR: LONZA, INC.
79 Route 22 East
Annandale, New Jersey 08801

COMPANY: BIOSCIENCE LABORATORIES, INC.
P.O. Box 190
Bozeman, Montana 59771

STUDY DIRECTORS:

Terri Eastman - Principal Study Director
James McDowell - Associate Study Director

PURPOSE:

This study will evaluate the Minimum Inhibitory Concentrations (MIC) of one (1) test product when
challenged with fifty (50) different microorganism strains. All testing will be performed in accordance with
Good Laboratory Practices as specified in 21 CFR, Part 58.

SCOPE:

This study, a Minimum Inhibitory Concentration (MIC) evaluation for one (1) test product, will be performed
following the methods outlined in NCCLS Document M7-AS, “Methods for Dilution Antimicrobial
Susceptibility Tests for Bacteria that Grow Aerobically,” Fifth Edition. The test product will be evaluated,
in duplicate, against fifty (50) different microorganism strains — twenty-five (25) ATCC strains and twenty-
five (25) Clinical Isolates of those same species — as specified in the Tentative Final Monograph, Federal
Register, 17 June 1994, vol. 59:116, p. 31444.

TEST PRODUCT:

The test product to be evaluated will be provided to Company by Sponsor. Responsibility for the identity,
strength, purity, composition and stability of the test product rests with Sponsor.

Product 1:

Lot Number:
Label Information:

EQUIPMENT:

8.1 Steam Autoclaves

8.2 Laminar Biological Flowhood
8.3 Water Bath, 47° £ 2°C
84 Water Bath Thermometer
8.5 Continuously Adjustable Pipetters, 100 w1 - 1000 w1 Capacity
\
PROTOCOL #000622
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8.6 Continuously Adjustable Pipetters, 20 ul - 200 I Capacity

8.7 Microman® Positive Displacement Pipetters, 100 1 - 1000 u1 Capacity
8.8 Refrigerators, Temperature Range 2° - 8°C

8.9 Refrigerator Thermometers

8.10  Incubator, Temperature Range 35° + 2°C

8.11 Incubator, Temperature Range 30° + 2°C

8.12  Incubator Thermometers

8.13  Drummond Pipette Aid

8.14  Vortex Mixers

8.15  Beckman Model TJ-6 Centrifuge

SUPPLIES:

9.1 Sterile Disposable Pipettes

9.2 Sterile Disposable Petri Plates, 100 mm x 15 mm

9.3 Test Tubes, Sterilized

9.4 Universal 1.0 and 0.2 mL Pipette Tips, Sterilized

95 Sterile 1.0 mL Positive Displacement Tips

9.6 Hand-Tally Counters

9.7 125 mL Polypropylene Bottles or Glass Beakers, Sterilized

9.8 Inoculating Loops

9.9 GasPak™ Anaerobic System

9.10  GasPak Plus™ Hydrogen plus Carbon Dioxide Gas Generator Envelopes
MEDIA:

10.1 Tryptic Soy Broth (TSB)

10.2  Brain-Heart Infusion Broth (BHIB)

10.3 Schaedler’s Broth (SB)

104  Mueller-Hinton Broth (MHB)

10.5  Mueller-Hinton Broth with Bacto Supplement B (MHB-XV)

106  Cation-Adjusted Mueller-Hinton Broth with Lysed Horse Blood (CAMHB-B)
10.7 Anaerobic MIC Broth (AMIC)

10.8  Tryptic Soy Agar (TSA)

10.9  Brain-Heart Infusion Agar (BHIA)

10.10  Sabouraud Dextrose Agar (SDA)

10.11  Schaedler’s Agar with Lysed Horse Blood (SA-B)

10.12  Tryptic Soy Agar with 5% Sheep Blood (SBA)

10.13  Chocolate Agar with Enrichment (CAE)

10.14 Mueller-Hinton Agar with Dextrose and Bacto Suppiement B (MHA-XV)
10.15 Phosphate Buffered Saline Solution (PBS)

INOCULUM PREPARATION:

All species except for Bacteroides fragilis (ATCC #25285 and Clinical Isolate), Haemophilus influenzae

(ATCC #19418 and Clinical Isolate), and Streptococcus pneumoniae (ATCC #6303 and Clinical Isolate)

111

Approximately forty-eight (48) hours prior to initiating the study, separate sterile tubes of the
appropriate broth (reference Table I) will be inoculated from lyophilized vials or cryogenic cultures
containing the challenge microorganisms. The microorganism cultures will be incubated at the
temperatures and under the conditions appropriate for each species for approximately twenty-four
(24) hours, or until sufficient growth is observed (reference Table I).

\ s
PROTOCOL #000622
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112 Approximately twenty-four (24) hours prior to initiating the study, the broth cultures prepared as
described in Section 11.1 will be inoculated onto the surface of the appropriate solid media contained
in Petri plates and incubated appropriately (reference Table I). This will produce a lawn of bacteria
or yeast on the surface of the agar which will be used to prepare the challenge suspensions.

Bacteroides fragilis (ATCC #25285 and Clinical Isolate)

113 Approximately forty-eight (48) to ninety-six (96) hours prior to initiating the study, separate sterile
tubes of Schaedler’s Broth will be inoculated from lyophilized vials or cryogenic cultures containing
these microorganisms. These broth cultures will be incubated anaerobically at 35°% 2° C for twenty-
four (24) to forty-eight (48) hours, or until sufficient growth is observed (reference Table I).

114 Approximately twenty-four (24) to forty-eight (48) hours prior to initiating the study, the broth
cultures prepared as described in Section 11.3 will be subcultured into additional tubes of Schaedler’s
Broth and incubated appropriately (reference Table I). Following incubation, the challenge
suspensions will be prepared by centrifuging the broth culture tubes, combining the resulting pellets,
and resuspending them in Schaedler’s Broth.

Haemophilus influenzae (ATCC #19418 and Clinical Isolate) and Streptococeus preumoniae (ATCC #6303
and Clinical Isolate)

11.5  Approximately forty-eight (48) to ninety-six (96) hours prior to initiating the study, plates of the
appropriate solid medium will be inoculated from lyophilized vials or cryogenic cultures containing
these microorganisms. These cultures will be incubated at the temperatures and under the conditions
appropriate for each species (reference Table I) for twenty~four (24) to forty-eight (48) hours, or until
sufficient growth is observed.

11.6  Approximately twenty-four (24) to forty-eight (48) hours prior to initiating the study, a suspension
will be prepared for each microorganism by rinsing the plates of solid media prepared in Section
11.5 with sterile Phosphate Buffered Saline solution. Aliquots of each suspension will then be
spread-plated onto the surface of additional plates of the appropnate solid media and incubated
appropriately (reference Table I). This will produce a lawn of microorganisms on the surface of the
agar which will be used to prepare the challenge suspensions.

Challenge Suspensions

11.7  Immediately prior to initiating the test procedure, a challenge suspension of each microorganism will
be prepared by inoculating a test tube of Phosphate Buffered Saline solution with microorganisms
taken from the plates of solid media prepared earlier. Suspension concentrations of approximately
1.0 x 10° CFU/mL will be prepared. The challenge suspensions of Bacteroides fragilis (ATCC
#25285 and Clinical Isolate) will be prepared as described in Section 11'4.

11.8  Final challenge suspensions containing approximately 1.0 x 10° CFU/mL will be prepared for each
microorganism species by placing aliquots of the approximately 1.0 x 10° CFU/mL suspension into
a sterile 125 mL polypropylene bottle or a sterile glass beaker containing a sufficient volume of the
appropriate broth to complete the study (reference Table I).

11.9  The final challenge suspensions will be mixed thoroughly prior to use in testing.

PROTOCOL #000622
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Initial Population Determination

11.10  Aninitial population for each challenge microorganism will be determined from the inoculum bottle
used for testing by making ten-fold dilutions (e.g., 10, 10?, 107, and 10™) out of the bottle in
Phosphate Buffered Saline solution. Using the appropriate solid media (reference Table I), pour or
spread plates will be prepared, in duplicate, from the inoculum dilutions by plating 0.1 mL of the
three (3) final dilutions, e.g., 10?2, 107, and 10, to achieve plated dilutions of, e.g., 107, 10%, and
10, These plates will be mcubated for twenty-four (24) to forty-eight (48) hours at the temperature
appropriate for each challenge microorganism (reference Table I).

12.0 TESTING PROCEDURE:

12.1 A series of 1:2 (v/v) dilutions of the test product will be prepared using the appropriate broth
(reference Table I, resulting in product dilutions of 1:2, 1:4, 1:8, 1:16, 1:32, 1:64, 1:128, 1:256,
1:512, 1:1,024, 1:2,048, 1:4,096, 1:8,192, 1:16,384, and 1:32,768.

12.2 1.0 mL aliquots of each product dilution prepared will be transferred to separate sterile test tubes.
A series of fifteen (15) tubes, each containing 1.0 mL of the appropriate product dilution (1:2, 1:4,
1:8, 1:16, 1:32, 1:64, 1:128, 1:256, 1:512, 1:1,024, 1:2,048, 1:4,096, 1:8,192, 1:16,384, and
1:32,768), will be prepared for each microorganism to be evaluated against the product (reference
Table I).

123 A 1.0 mL aliquot of a challenge suspension containing approximately 1.0 x 10 CFU/mL will be
introduced into each dilution tube in the series, thereby resulting in a final product dilution series
of 1:4, 1:8, 1:16, 1:32, 1:64, 1:128, 1:256, 1:512, 1:1,024, 1:2,048, 1:4,096, 1:8,192, 1:16,384,
1:32,768, and 1:65,536, with each dilution containing approxxmately 5.0 x 10° CFU/mL of the
challenge organism. :

124 Thetest procedure outlined in Sections 12.2 and 12.3 will be performed, in duplicate, for each of the
microorganism species tested (reference Table I).

Controls

12.5 A positive control tube (growth control) containing a 1.0 mL aliquot of the appropriate broth medium
and a 1.0 mL aliquot of the challenge suspension will be prepared for each microorganism (reference

Table I).

126 A negative (media) control tube (no microbial inoculation) of each broth medium will also be
prepared (reference Table I).

Incubation

12,7  The challenge suspension/product dilution tubes and the controls will be incubated at 35° + 2°C for
sixteen (16) to twenty-four (24) hours, or until good growth is apparent in the positive control tubes,

Determination of Results

'12.8  Following incubation, the tubes will be examined for growth of the microorganism, as indicated by
turbidity.

PROTOCOL #000622
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129 The Minimum Inhibitory Concentration (MIC) for the test product versus each challenge
microorganism strain will be recorded as the highest dilution of test product that completely inhibits
growth of the microorganism, as detected by the unaided eye. The results of the duplicate runs for
the test product versus each microorganism will be averaged together to provide the final reported

values.
TABLE 1
No. Microorganism Species Incubation Incubation Media
' Time (Inoculum Temperature
_ Only) (Inoculum Only)
1 Acinetobacter baumannii . 24 - 48 Hours 35°x2°C BHIB/BHIA/
(ATCC# 19606) MHB
q 2 - | Acinetobacter species 24 - 48 Hours 35°x2°C BHIB/BHIA/ "
‘ {Clinical Isolate) MHB
3 Bacteroides fragilis 24 - 96 Hours 35°x2°C SB/SA-B/AMIC
(ATCC# 25285) (Anaerobic)
4 Bacteroides species 24 - 96 Hours 35°+2°C SB/SA-B/AMIC
(Clinical Isolate) (Anaerobic)
5 Enterobacter cloacae 24 - 48 Hours 35°+£2°C “TSB/TSA/MHB
I (ATCCH 13047)
6 Enterobacter species 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate)
| I Enterococcus faecalis 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCC# 29212)
8 Enterococcus faecalis - 24 - 48 Hours 35°+2°C TSB/TSA/MHB
(Clinical Isolate)
9 Enterococcus faecium 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCCH# 19434) '
10 | Enterococcus faecium 24 - 48 Hours 35°+£2°C TSB/TSA/MHB
(Clinical Isolate)
11 Escherichia coli 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCC# 11229) _
12 Escherichia coli 24 - 48 Hours 35°+2°C TSB/TSA/MHB
(Clinical Isolate)
i3 Escherichia coli 24 - 48 Hours 35°+2°C TSB/TSA/MHB
(ATCC# 25922)
14 | Escherichia coli 24 - 48 Hours 35°+2°C TSB/TSA/MHB "
(Clinical Isolate) "
PROTOCOL #000622 '
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\ "TABLE I (continued)
No. Microorganism Species Incubation Incubation Media
Time (Inoculum Temperature :
Only) (Inoculum Only)
- .
15 | Haemophilus influenzae 24 - 96 Hours 35°x2°C CAE/MHAD-.
(ATCC# 19418) - XV/MHB-XV
16 | Haemophilus influenzae 24 - 96 Hours 35°x2°C CAE/MHAD-
(Clinical Isolate) XV/MHB-XV
17 | Klebsiella oxytoca 24 - 48 Hours 35°+2°C TSB/TSA/MHB
' (ATCC# 43165)
18 | Klebsiella species 24 - 48 Hours 35°+2°C TSB/TSA/MHB '1
: (Clinical Isolate) ‘
19 | Klebsiella pneumoniae 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCC# 11296)
20 | Klebsiella pneumoniae - 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate)
21 Micrococcus luteus 24 - 48 Hours 30°+2°C TSB/TSA/MHB
(ATCC# 7468)
22 | Micrococcus species 24 - 48 Hours 30°x2°C TSB/TSA/MHB
(Clinical Isolate)
23 | Proteus mirabilis 24 - 48 Hours 35°+2°C TSB/TSA/MHB
(ATCC# 7002)
24 | Proteus mirabilis . 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate)
25 | Pseudomonas aeruginosa 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCC# 15442) :
26 | Pseudomonas aeruginosa 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate)
27 | Pseudomonas aeruginosa 24 - 48 Hours 35°+2°C TSB/TSA/MHB
(ATCC# 27853)
H
28 | Pseudomonas aeruginosa 24 - 48 Hours 35°x2°C TSB/TSA/MHB [
(Clinical Isolate) J]
29 | Serratia marcescens 24 - 48 Hours 30°x2°C TSB/TSA/MHB
(ATCC# 14756)
30 | Serratia marcescens 24 - 48 Hours 30°x2°C TSB/TSA/MHB
(Clinical Isolate)
\ I
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\ - TABLE I (continued)
No. Microorganism Species Incubation Incubation Media —]
Time (Inoculum Temperature
Only) (Inoculum Only)
e ‘
31 | Staphylococcus aureus 24 - 48 Hours 35°%2°C _TSB/TSA/MHB
(ATCC# 6538)
32 Staphylococcus aureus 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate)
33 Staphylococcus aureus 24 - 48 Hours | 35°x2°C TSB/TSA/MHB
- (ATCC# 29213)
34 | Staphylococcus aureus 24 - 48 Hours 35°+2°C TSB/T SA/MHB
(Clinical Isolate)
35 | Staphylococcus epidermidis 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(ATCC# 12228)
36 | Staphylococcus epidermidis 24 - 48 Hours 35°x2°C TSB/TSA/MHB
(Clinical Isolate) '
37 Staphylococcus 24 - 48 Hours 35°+2°C TSB/TSA/MHB
haemolyticus
(ATCC# 29970)
38 Staphylococcus 24 - 48 Hours 35°%£2°C TSB/TSA/MHB
haemolyticus
(Clinical Isolate)
39 | Staphylococcus hominis " 24 - 48 Hours 35°x£2°C TSB/TSA/MHB
(ATCC# 27844)
40 | Staphylococcus hominis 24 - 48 Hours 35°%2°C TSB/TSA/MHB
(Clinical Isolate) _ :
41 | Staphylococcus 24 - 48 Hours 35°+2°C TSB/TSA/MHB
saprophyticus
- | (ATCC# 15303)
42 | Staphylococcus 24 - 48 Hours 35°x£2°C TSB/TSA/MHB
saprophyticus
(Clinical Isolate)
', 43 | Streptococcus pneumoniae 24 - 96 Hours 35°x2°C SBA/CAMHB-B
(ATCCH# 6303)
44 Streptococcus pneumoniae 24 - 96 Hours 35°+2°C SBA/CAMHB-B
(Clinical Isolate)
45 | Streptococcus pyogenes 24 - 48 Hours 35°+£2°C BHIB/BHIA/. "
[ (ATCCH 19615) CAMHB-B
\
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\ TABLE 1 (continued)

No. Microorganism Species Incubation Incubation Media
: Time (Inoculum Temperature
_ Onj_}/) (Inoculum Only)

47 | Candida albicans 48 - 72 Hours 30°£2°C ‘TSB/SDA/MHB
(ATCC# 10231) :

48 | Candida albicans 48 - 72 Hours 30°+2°C TSB/SDA/MHB
(Clinical Isolate)

49 | Candida tropicalis 48 - 72 Hours 30°+2°C TSB/SDA/MHB
(ATCC# 750) |

lL 50 | Candida tropicalis 48 - 72 Hours 30°+2°C TSB/SDA/MHB

(Clinical Isolate)

Note:  Incubation times are nominal, but in practice, incubation will continue until good growth is observed.
13.0 REFERENCE:

NCCLS Document M7-AS, “Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria that Grow
Aerobically,” Fifth Edition.. ‘

14.0 FINAL REPORT:

A Final Report will be issued and will include the following: Purpose and Scope of Study, Test Materials,
Equipment, Supplies, Media, Test Methods, Dates of Initiation and Completion of Testing, Exceptional
Conditions, Results, and Data Sheets.

150 EXCEPTIONAL CONDITIONS:

Sponsor will be notified immediately by telephone and/or letter of any exceptions encountered in this study.
The exceptional conditions or occurrences will be detailed in full and formally recorded. Exceptional
conditions that occur and are not addressed in this Protocol will be subject to Out-of-Scope charges (See

Proposal/Contract).

160 DOQCUMENTATION AND RECORD-KEEPING:

All documentation and records will be compiled, analyzed, and retained by BioScience Laboratories, Inc. at
its laboratory facility in Bozeman, Montana. All raw data for this program will be retained in safe storage
by Company for a period of three (3) years.

PROTOCOQL #000622
Page U1 of 12
BIOSCIENCE LABORATORIES, INC.
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PROTOCOL AND/OR SOP DEVIATION RECORDING FORM
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PROTOCOL NUMBER: 800622 /Zaavw%-@mww SOP NUMBER: - N /A
DATE: 0%/2¢/o0

RECORDED BY:

PROCEDURE AS QUTLINED IN THE PROTOCOL AND/OR SOP;:  Protocsl Table T Shaked
Adat Sta W#ccw Sﬁ-?m?h)/h‘m (ATec #15203)  Lumdd be ejv‘a_bua.‘.t..uﬁ;

- DEVIATION FROM PROCEDURE:__Staplufocotcus Saprophyticue (ptec ® 15205)
wao evo.Luain ot HTCC t (5303,

REASON FOR DEVIATION AND EFFECT ON STUDY OUTCOME: smmccum SWM it
_(Arce? 1530%) dses wet ewst.  This waa Unclude§ tn HaU Pl !

dus 4o a *-v(\jlooorgfmmd LAnOL .

The was o ATCC # 15305 Jdoes et ~hauve atn aduveres et o
_hae sndy, Undbepne . No pptéfat  AITC  Sheain by Heis e iy

g U Tewtative Fiiaf M)ovoopaph " Federal
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ACKNOWLEDGMENTS:
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3 DATE
%ﬂﬂ 08 , A8 /5

QUAL&@ASSURA‘NCE DATE
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PROTOCOL AND/OR SOP DEVIATION RECORDING FORM
: \ )

PROTOCOL NUMBER: _0¢0622 SOP NUMBER:

RECORDED BY: /.3 A ‘ DATE: lezlao

PROCEDURE AS Ol&l‘LlNEl’) IN THE PROTOCOL AND/OR SOP: prb"mm( Toble T, ¢ xags (0andll,

does ok list Microorqanism Speciuns No. Hb . Sheploco cota o ng_g,
(Clincol Toclate) | < L K |

5D ®g-28-0v

DEVIATION FROM PROCEDURE:__ Shephoceccas puoqeiss N(Clm ead Ise!oid
Shouwld be mc(ud..u! in_ Table T . ao M. ¢ roova aM S m S;uc,uu No. 4b,
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REASON FOR DEVIATION AND EFFECT ON STUDY OUTCOME:___Typoarapnical ¢vvor - -
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\J | DATE
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e tmbarmst———
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wacd -L-m Hoo Mdo_wuhm« &y e mozu.(uwu ‘Fh’ Sieolreoce o ?:WOC\LMJ
(AT((*IQ(:HQ\ éﬂf\ e ’}Cghmi&) (’Dn g el o cqlse | oo. A S
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Log of Samples (Form No. 92-L-023)
Sample Tracking Forms (Form No. 93-1.-029)
Certificate of Analysis
MSDS




Addendum JL _ Dae 9/ (/0o
Page | of 13

Protocol No. _ceog22

LOG OF SAMPLES
1onsor: /M Zax Date Received: 7 / /% /0o - Received By: d_.,?, “~ 7‘_,
ipping Information: Fip &x¥ Number of Products Received: U Condition Recei‘é Tnger
yonsor Sample Submission Form: Yes ¢~ No
SDS Form: Yes +—~ No Precautions: None ,— Unknown See Below
orage Conditions: e Toom >
Product Description Inidal Weight

Juantity Product Lot Expiradon
Number Date

3 (g
looo3") W#’&WQM Cﬂuft;&.‘*‘, e /66..62_.

} ' (w;z—3> .-7./@/0’

e

at V
u.

A)

wif

/

/

L} /

/
eviewed by: . @S()) A!R/ Date: 9-15-00

Notice: Proprictary Information - Not for Publication.
Confidential/proprictary information of BioScience Laboratories, Inc.. is contained here in and may not be disclosed, used. made available,
duplicated, or distributed without its prior written consent. Failure to observe this may resuit in Liability for any damages and Losses resuiting

- . therefrom.
© Copyright 1996 by BioScience Laboratories, Inc. Form No. 92-1-023
Rev. 4 07/98
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Date Received:

Addendum

Page .~ of (2

SAMPLE TRACKING FORM

2J11/e0

Received By: o —r
: /
In Test Date: ?Ilsloo Out of Test Date: 4-15-60 Product No.

Product Name/Description:____ /Rer 2oyt nan  Ctreomiar

Protocol No. oz

;E&D)Date _q 131 /uo

Sponsor: _Z garg~ “Frc

1 * Sample Lot No.:_ 100035 (qozz-s)

/

/

]

8

]

/

"

Sample Date/‘ljir-ne Out/ Purpose Initial Quantity Quantity | Date/Time In/
Number Initials Quantity Used Returned Initials
) 1?‘ gl|5,00 -125“";\. q- Zioop
| 8125 | (Mic lob.bg| 4.9, o145 Brsoe
T elelov Teskin
. - bpo
1 T:10 Am (Mlc% lbl.qj 5. 14 ’7(",? WZZ},ﬁ
' T2 §-r1-00 Tes b
: , 151-1 Vit
T45am | (Mic (Sbrlg | 5.04 7 /z,{ﬁn»
Te %-1%-00 -r&sh(:tﬁ On
l Yo am | ( Mic) 1501 9.0g- {M( (4 Z//ﬁ(j}im
7“ ! BV {iofm Q/st,fbé
§3ro0 “Toakia _ &/ 2L
7,‘ i ctm s
-‘ 7’9"/"!-':‘\ /‘_C;'SJ‘/’“'\ mit ICH-)3 5' 0 3’ 13‘0 ,”}/ 3\33()‘#\

1

Reviewed By:

(L/uw DONALOY

Date:

* Product No (if anf), Q/lsted in Protocol

. Confidential/proprictary information of BioScience Laboratories, Inc.. is contained here in and may not be disclos
. or distributed without its prior written consent, Failure to observe this may resuit in Liability for any damages and Losses resulting therefrom.

Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc.

q] 19l00

EFFECTIVE

4 /30| a§ M\
ed. used, made available {guplicated,

Eorm No_93-1-029
Rev. 3 04/97



Mike Douglas

BioScience Laboratories Inc.
300 North Willson

Bozeman Montana, 59771-0190
406-587-5735

Dear Mike,

Ocop22.
Lonza Oroup

Addendum-u;_ Date /2, ©¢

Page .3 _ o,
Protocol #

July 18, 2000

2

Enclosed is the paperwork for a sample of Lonzagroup Benzethonium Chioride USP to be tested for
minimum inhibitory concentration (MIC). The test conditions are summarized below:

Regulatory Status GLP (40CFR 160)
Technical Service Number 00-1096

Study Protocol #000622

Purchase Order Number 213853

Test Substance Name

Benzethonium Chloride USP

TRCS # (Lot #) 100037 (4022-S)
Dilution Macrodilution broth method
Diluent DI water

Contact Time

Per protocol

Test Organisms

50 microorganism strains, [see BioScience Lab study
protocol #000622]

The Technical Service Number will be used to track the study, so please include these as identifiers in
the report. If you should have any questions, please fax me at 908-730-1575.

c¢c:  Lonza QAU

Sincerely,

%,; SR einn

Joe Scheblein
Study Monitor

Lonza Inc /
Clinton
79 Route 22 East Tel 908 730 1500
PO Box 993 Fax 908 730 1546
Annandale, NJ 08801, USA www.lonzagroup.com

Wll(‘ Chemicale and Coniton



Lonzagroup
\ i | Adder_LLAi—_. Date L./21/6¢

Page

Protocol # w‘-«& pry

Mike Douglas July 18, 2000
BioScience Laboratories Inc. 4

300 North Willson oLk 2l-
Bozeman Montana, 59771-0190

406-587-5735

RE: Sample Shipment/Chain of Custody Documentation

Dear Mike,
The following sample was shipped on, 7/18/00 Lonzagroup Benzethonium Chloride USP (TS# 00-1096):

Formulation TRCS # Gross Weight

Benzethonium Chioride USP 100037 / é s.9 G,
()

Samples will be used for experimental use only in the following testing program:

Minimum Inhibitory Concentration (MIC) Test against 50 microorganisms
using the Macrodilution Broth Method. .

The materials scheduled for testing were characterized at the sponsor’s facilitv under a program complving

with Good Laboratory Practices as set forth in 40 CFR 160. The documentation and records supportin

the characterization are archived at the Sponsor’s facilities. -

In order to maintain records of sample custody please complete the bottom of this letter and return a signed copy
to me at the above address upon receipt of the samples.

Should you have any problems with the shipment please call Lonza immediately at 908-730-1500.

Sincerely,
o il

Joe Scheblein
Study Monitor

cc:  Lonzagroup QAU, Lonza Archives

Chain of Custody Section

7 114/00

The sample(s) cited above were received on (date):

lnde et

In good/poor (describe) condition:
Name of recxpxent (print/sign): J{%ﬁ\ e J m(’b@l’\ﬂe 1 WW

Title: N\A,Wr ot Qrfmc—!?' 0 o Udy

Lonza inc
Clinton
79 Route 22 East Tel 908 730 1500
PO Box 993 Fax 908 730 1546
Annandale, NI 08801, USA www.lonzagroup.com

Fine Chemicals and Specialties



Lonzagroup
0006 22

—
Addendum AL Date £1/21 ,©©
Page _-z.of-..';a. e
Protocol # __DODL A 2

CERTIFICATE OF ANALYSIS

Benzethonium Chioride, USP

ldentification Number: 100037

ANALYSIS RESULTS
Quaternary Ammonium Chloride (EW 448.1) 99.0%
Appearance White Powder
Expiration Date: : July 17, 2001

7 e

Rébert J/Sloan”” ' Date / ¢
Research Associate / Study Director, Technical Services
Specialty Chemicals Research & Development

Reference: Product Registration Study SP-00061-A

This testing was performed according to the requirements of FIFRA Good Laboratory Practice
Standards (40 CFR Part 160). Data supporting this document will be maintained in the archive
at the Annandale, New Jersey, facility of Lonzagroup.

C:\Current. Work\Documentation\Certificates Of Analysis\100037.Doc

Lonza inc
Clinton Teol 908 730 1500
79 Route 22 East, PO Box 993 Fax 908 730 1546
Annandale, NJ 08801, USA www.lonzagroup.com

Fine Chemicals and Specialties
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Pavc Of e &
S/ SOC(a 2
MATERIAL SAFETY DATA SHEET Heali o1 # =25
EMERGENCY TELEPHONE: 800-424-9300 (Chemtrec) Flammability : 1
Reactivity : 0

Lonza Inc. Fine Chemicals and Specialties :
17-17 Route 208 Fair Lawn, NJ 07410  800-777-1875 (9am - Spm) 309-697-7200 (After Spm)

95972 Benzethonium chloride USP PAGE 1 OF 7

****‘k**************i*********'h******************************************************

MATERIAL DATE ISSUED DOT HAZARD CLASSIFICATION

Benzethonium chloride USP 04/17/00 - Rev. Non-hazardous
DOT SHIPPING NAME

CAS NO. 121-54-0 SUPERSEDES Not regulated

06/26/89 DOT LABEL None

. FORMULA C,,H,,C1NO,H,0

CHEMICAL NAME Disobutylphenoxyethoxyethyldimethylbenzylammonium chloride monohydrate

LA AR R XS X2 R R R Y S R R R K 3 I - INGREDIEN‘I‘S ii*i*******t*i**i******tit***"*****t**
APPROXIMATE
WEIGHT $% TWA/TLV
Diisobutylphenoxyethoxyethyldimethylbenzyl- 100 None established

ammonium chloride monohydrate
(CAS No. 121-54-0)

wEANRASANR kR Rk kN kN Rk kd TT - PHYSICAL AND CHEMICAL PROPERTIES *ah bk hantadarnnrndddatnn

APPEARANCE White free-flowing powder pH B-10 (5% aqueous solution)
"ISCOSITY Not applicable ODOR Odorless
S8OILING POINT Not known MELTING OR FREEZING POINT 329°F
VAPOR DENSITY (Air=1) Not known VAPOR PRESSURE (mm Hg) Not applicable
PERCENT VOLATILE (by weight) 4% (water) SOLUBILITY IN WATER Soluble
EVAPORATION RATE (Butyl Acetate=1) Not BULK DENSITY 27.5 lb/ft’

" known

tHAh AR EARE AR NS E RN NN e RA* TIT - FIRE AND EXPLOSION INFORMATION ®*radnwaskaddw At wwrndhs

FLASH POINT Not known AUTO IGNITION TEMPERATURE 716°F
LOWER EXPLOSION LIMIT (%) Not applicable UPPER EXPLOSION LIMIT (%) Not appllcable
EXTINGUISHING MEDIA FOoaM ALCOHOL FOAM co, X

DRY CHEMICAL X WATER X OTHER

SPECIAL FIRE FIGHTING PROCEDURES:
Must wear NIOSH/MSHA approved self-contained breathing apparatus and protective
clothing. Cool fire-exposed containers with water spray.

UNUSUAL FIRE AND EXPLOSION HAZARDS: .
Products of combustion are toxic. As with most powdered organic compounds, dust

explosions may be possible.

FAER ARSI AR R AR NN RRAR AN AR TV o HEALTH EFFECTS INFORMATION * A XA dddtt A ddw e akd kA d bk kthd sk

ROUTES OF ENTRY - SKIN CONTACT X EYE CONTACT X
J INHALATION X INGESTION

7

The information provided herein is compiled form intemal reports and data form professional publications. IT 1S FURNISHED WITHOUT WARRANTY OF
ANY'KIND, EXPRESSED OR IMPLIED. It is intended to assist in evaluating the suitability and proper usc of the material in manufacturing and in the
devclopmcm and implementation of safety precautions and procedures.

R T
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Protocol # DOIJ&Q
MATERIAL SAFETY DATA SHEET | Health : 3
EMERGENCY TELEPHONE: 800-424-9300 (Chemtrec) Flammability: 1

Reactivity :
Lonza Inc. Fine Chemicals and Specialtits ity
17-17 Route 208 Fair Lawn, NJ 07410  800-777-1875 (9am - 5pm) 309-697-7200 (After Spm)

/5972 Benzethonium chloride USP PAGE 2 OF 7
FrhdR kAR F AR NNk Rwwrrrr TV . HEALTH EFFECTS INFORMATION (continued) *+***kardrrvrradrn

<
1

EFFECTS OF OVEREXPOSURE

Based upon the results of animal toxicity studies, it is anticipated that this
material will be toxic if ingested, and direct contact will produce severe skin and
eye irritation, which, upon prolonged exposure, may produce chemical burns with
possible irreversible damage.

+ OVEREXPOSURE MAY AGGRAVATE EXISTING CONDITIONS:
No effects indicated.

EMERGENCY AND FIRST AID PROCEDURES:

Eyes: Flush eyes with large amounts of running water for at least 15 minutes. Hold
eyelids apart to ensure rinsing of the entire surface of the eye and lids with water.
Get immediate medical attention. If physician not available, flush for additional 15§
minutes and then transport victim to medical care.

Skin: Wash with large amounts of running water, and scap if available, for 15 minutes.
Remove contaminated clothing and shoes. Get immediate medical attention. Wash
clothing and decontaminate shoes before reuse.

Ingestion: If swallowed, immediately give 3-4 glasses of milk (if unavailable, give
water). DO NOT induce vomiting. If vomiting occurs, give fluids again. Get immediate
medical attention. Have physician determine if patient's condition allows for

iduction of vomiting or evacuation of the stomach. Do not give anything by mouth to a
convulsing or unconscious person.

Inhalation: Remove from area to fresh air. If not breathing, clear airway and start
artificial respiration. 1If victim is having trouble breathing, give supplemental
oxygen, if available. Get immediate medical attention.

NOTE TO PHYSICIAN:
Acute effects may include mucosal damage, severe laryngeal edema and shock associated
with corrosive agents. Alcochol can increase toxic effects. Delayed effects may include

life threatening respiratory paralysis and convulsions.
CHEMICALS LISTED AS CARCINOGEN BY:

NATIONAL TOXICOLOGY PROGRAM - No
I.A.R.C. MONOGRAPHS - No
OSHA ‘ - No

WENIRRRRINANNNS I AR AR AN RINNY ¥ . REACTIVITY INFORMATION * Wkt ek ks kst hh Ak Ak kA Aok

STABILITY: STABLE X CONDITIONS TO AVOID
UNSTABLE None known

HAZARDOUS DECOMPOSITION PRODUCTS ]
Mermal decomposition may produce toxic vapors/fumes of amines and other organic

lterials, and oxides of carbon and nitrogen.
' J

The information provided herein is compiled form internal reports and data form professional publications. IT IS FURNISHED WITHOUT WARRANTY OF
ANY_KIND, EXPRESSED OR IMPLIED. It is intended to assist in cvaluating the suitability and proper use of the material in manufacturing and in the
development and implementation of safety precautions and procedures.

TR
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MATERIAL SAFETY DATA SHEET Health : 3
EMERGENCY TELEPHONE: 800-424-9300 (Chemtrec) Flammability : (1)

i i Reactivity :
Lonza Inc. Fine Chemicals and Specialties v eactivity
17-17 Route 208 Fair Lawn, NJ 07410  800-777-1875 (9am - Spm) 309-697-7200 (After S5pm)

“95972 Benzethonium chloride USP PAGE 3 OF 7

EhEh AR E AN R AR RR AT AR EN T . REACTIVITY INFORMATION (continued) **kaxtddrrdrdhsrdhhtasn

HAZARDOUS POLYMERIZATION
MAY OCCUR WILL NOT X CONDITIONS TO AVOID
OCCUR . None known

INCOMPATIBILITY (MATERIALS TO AVQID)
WATER OTHER X Strong oxidizing or reducing agents, anionic surfactants

dhh kIR Ak rkhkkkkrkhkk*d YT . SPILL AND DISPOSAL INFORMATION #*R sk ksdhhhhrrrhdrtdhhdd

STEPS TO BE TAKEN IN CASE MATERIAL IS RELEASED OR SPILLED

Warning! Dusts may be explosive. If wet, floors may become slippery. Wear
appropriate protective gear and respiratory protection where dusts or airborne
particulates of unknown concentrations may be generated (self-contained breathing
apparatus preferred for large spills).

Carefully shovel spills into appropriate containers for disposal. Avoid generation of
dust. To remove residue, wet with water, absorb with sand or vermiculite and place in
compatible container for disposal. Keep out of sewers and open bodies of water.

WASTE DISPOSAL METHODS .
Dispose of in compliance with all Federal, state and local laws and regulations.

Incineration is the preferred method.

CONTAINER DISPOSAL

Completely empty liner by shaking and tapping sides and bottom to loosen clinging
particles. Empty residue into application equipment. Then dispcocse of liner in a
sanitary landfill or by incineration if allowed by State and local authorities. If
drum is contaminated and cannot be reused, dispose of in the same manner.

FRARREERAAR AR NN A AR R RS * N UVTIT - PERSONAL PROTECTION INFORMATION **#wdhdddd kbt dndhrrdws

VENTILATION TYPE
In processes where dusts or airborne particulates may be generated, proper ventilation

must be provided in accordance with good ventilation practices.

RESPIRATORY PROTECTION
In processes where dusts or airborne particulates may be generated, a NIOSH/MSHA

jointly approved respirator is advised in the absence of proper environmental controls.

PROTECTIVE GLOVES
Rubber or neoprene, to prevent skin contact.

EYE PROTECTION
Wear chemical goggles where there is a potential for eye contact. Use safety glasses

with side shields under normal use conditions.

J

The information provided herein is compiled form internal reports and data form professional publications. IT 1S FURNISHED WITHOUT WARRANTY OF
ANY: KIND, EXPRESSED OR IMPLIED. It is intended to assist in evaluating the suitability and proper use of the material in manufacturing and in the
development and implementation of safety precautions and procedures.



voowLs | LONZagroup »dqla

Srotoco) # ___‘Q_C_g‘(‘p;;; 2
MATERIAL SAFETY DATA SHEET Healh : 3
EMERGENCY TELEPHONE: 800-424-9300 (Chemtrec) Flammability : (1)

. . \ Reactivity :
LonzaInc. Fine Chemicals and Specialties ‘
. 17-17 Route 208  Fair Lawn, NJ 07410  800-777-1875 (9am - Spm)  309-697-7200 (After Spm)

25972 Benzethonium chloride uUsp "PAGE 4 OF 7
**XEXAU AL LA E RIS 2 %4 we VIT - PERSONAL PROTECTION INFORMATION (continued) *##sansxs

OTHER PROTECTI‘VE EQUIPMENT
Eye wash; safety shower; protective clothing (long sleeves, coveralls or other, as
appropriate), to prevent skin contact.

AAA KR RI N A RN AR AR ARN AR R AN RN ** UITT - STORAGE AND HANDLING * ¥ Adwh bk sk d ik rkhrwd ke ke

-4

PRECAUTIONS FOR STORAGE AND HANDLING:
Maximum storage temperature: 140°F. Do not contaminate drinking water, food or feed by
storage or disposal. Keep containers closed until used.

TRk AN A AN b bkt RR et R h Rtk r e r et TYX - TOXTICOLOGY INFORMATION **Addwwkwhdhrrhhdah ek ke hn
TOXICITY

ACUTE

- oral LDy, (rat): 295 mg/kg; 420 mg/kg (2 tests)

- dermal LDy, (rabbit): 3000 mg/kg

- eye irritation (rabbit): Mild to moderate irritant (1% active)

- skin irritation (rabbit): Severe irritant

- skin corrosivity ({(rabbit - DOT method): Not corrosive

- skin irritation (human): Application of 5 % solution to the skin for 48 hours under
occ1u51on caused irritation characterized by redness. (CTFA CIR Report)
skin irritation {human) : 0.1 to 0.2% as a tincture, aqueocus solution or aerosol,
was non-irritating (CTFA CIR Report)

- contact sensitization (mouse): Application of 1, 3 or 10% in ethanol for induction
followed by a challenge with a 20 % solution. No sensitization.

- delayed contact sensitization - (guinea pig - Magnusson-Kligman Maximization
test): A 1% aqueous soclution found to be the maximum non-irritating concentration
under these test conditions. Intra-dermal injection of 1% aqueous solution alone or
with Freund’ Adjuvant as challenge followed 1 week later by topical application of
the 1% aqueous soclution did not produce delayed contact sensitization.

GENOTOXICITY/MUTAGENICITY .
- mutagenicity - (Samonella - Ames test): Not mutagenic in various strains of
Salmonella with or without metabolic activation (CTFA CIR Report).

- mutagenicity - (CHO cells - Sister Chromatid Exchange) Not mutagenic/clastogenic
with or without metabolic activation (NTP Report).
- mutagenicity - (CHO cells - Chromosomal Aberration) Not mutagenic/clastogenic with

or without metabolic activation (NTP Report)

SUBACUTE

- 28 Day feeding study (rat): Rats were given feed containing either 0, 20, 100, 500 or
2500 ppm active. The NOAEL was 100 ppm. No histological changes were observed at any
exposure level. Increased levels of SGPT and SGOT seen in high dose exposure group.
Increased levels of plasma inorganic P noted in the 500 and 2500 ppm dose groups.

- 4 Week dermal toxicity (rabbit): Daily application of 0.1%, five days/week for 4
yeeks did not produce systemic effects (CTFA CIR Report).

J

The information provided herein is compiled form internal reports and data form professional publications. IT IS FURNL";H!-:D WITHOU'.T WARl.lANTY OF
_ANY KIND, EXPRESSED OR IMPLIED. It is intended to assist in evaluating the suitability and proper use of the material in manufacturing and in the
development and implementation of safety precautions and procedures.
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TOXICITY (continued):

SUBCHRONIC

- 13 Week dermal toxicity (rat & mouse): Rats and mice were topically dosed with either
0, 1.56, 3.13, 6.25, 12.5 or 25 mg/kg 5-days/week for 13-weeks. Mean body weight
gains for high dose level males (rats & mice) were significantly lower than controls.
Clinical findings included: epithelial hyperplasia at the site of contact for all
groups (rats & mice) receiving the active material; irritation and inflammation was
noted at the site of application for all groups of mice and those groups of rats
administered 3.13 mg/kg or greater; ulceration was noted in male and female rats
administered 3.13 mg/kg or greater and thickening of the skin, scales and/or
discoloration was noted in male mice administered 6.25 mg/kg or greater and female
mice administered 12.5 mg/kg or greater (NTP Report).

REPRODUCTIVE/DEVELOPMENTAL

- Developmental toxicity (rat): Rats were orally gavaged with exposure doses of either
0, 10, 30, 100 or 170 mg/kg/day from day 6 through 15 of gestation. Some adverse
reproductive/developmental effects were noted, including decreased body weight gains.
The NOAEL for developmental effects was = 170 mg/kg/day. The NOAEL for maternal
effects was = 100 mg/kg/day.

THRONIC

- 2 Year dermal study (rat & mouse): Not carcinogenic when topically administered at
exposure doses of 0, 0.15, 0.5 and 1.5 mg/kg for S5-Days/Week for 104-Weeks. Exposure
of rats and mice by dermal application for 2-Years resulted in epithelial hyperplasia
in male and female rats and mice and sebaceous gland hyperplasia and ulcers in female
rats at the site of application (NTP Report).

- 2 Year dietary study {(rat): Not carcinogenic in rats when administered at 1evels of
0, 50, 200, 1000, 2000 and 5000 ppm. With the exception of a significant increase in
mortality in the 5000 ppm exposure group, no significant clinical findings were
noted. (CTFA CIR Report)

**wssasasrsssrssraws X - MISCELLANEOUS AND REGULATORY INFORMATION **###ssassashusnssus

FEDERAL LEVEL REGULATIONS:

TOXIC SUBSTANCES CONTROL ACT (TSCA INVENTORY) STATUS:
This product is currently listed on U.S. EPA TSCA 8(b) inventory list.

TSCA Section 12(b) Export Notification .
Components present in this product which, if exported, could require either annual
or one-time reporting under this regulation are as follows: ,
ONE-TIME REPORTING REQUIREMENT Typical Maximum
Chemical Name CAS Number Concentration

None known

)y,

The information provided herein is compiled form internal reports and data form professional publications. IT 1S FURNISHED WITHOUT WARRANTY OF
ANY-KIND, EXPRESSED OR IMPLIED. It is intended to assist in evaluating the suitability and proper use of the material in manufacturing and in the
development and implementation of safety precautions and procedures.
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FEDERAL LEVEL REGULATIONS (continued):

US FDA Regulations on' Pharmaceuticals:
This product is regulated by the FDA as a pharmaceutical ingredient. This
Product meets the specifications of the United States Pharmacopeia (USP}.

US EPA Regulations on Pesticides:
This product is an EPA FIFRA registered pesticide. EPA Registration No. 6836-97.
This product can be used commercially only in the EPA registered application(s)
noted on the product label.

CERCLA (Comprehensive Environmental Response, Compensation and Liability Act of
1980 requires notification of the National Response Center
(Telephone 800-424-8802) in the event of a release of guantities of the
following hazardous materials contained in this product, if the release is
equal to or greater than the Reportable Quantities (RQs) 1listed in
40 CFR 302.4:
Typical Maximum
Chemical Name CAS Number Concentration
None known

SARA Title III, Sections 302/304 (Superfund Amendments and Reauthorization act of
1986) - This act requires emergency planning, including agency notification, for
possible release of the following components of this material, based upon the
Threshold Planning Quantities (TPQs) and release Reportable Quantities (RQs)
listed for the Components in 40 CFR 355: :

‘ . Typical Maximum
Chemical Name ) CAS Number Concentration
None known

SARA Title XIIXI Sections 311/312 - This act requires reporting under the Community
Right-to-Know provisions due to the inclusion of the following components of this
material in one or more of the five hazard categories listed in 40 CFR 370:

Hazaxrd *)

Chemical Name CAS Number Categories
Diisobutylphenoxyethoxyethyldimethylbenzyl- 121-54-0 A

ammonium chloride monchydrate

*)} The five hazard categories are as follows: F=FIRE HAZARD; S= SUDDEN RELEASE OF
PRESSURE; R=REACTIVE; A=IMMEDIATE (ACUTE) HEALTH HAZARD; C=DELAYED (CHRONIC)
HEALTH HAZARD .

SARA Title III Secticm 313 - This act requires submission of annual reports of
releases of the following components of this material if the threshold reporting
quantities, as listed in 40 CFR 372, are met or exceeded:

Typical Maximum
Chemical Name CAS Number Concentration
None known

The information provided herein is compiled form internal reports and data form professional publications. IT 1S FURNISHED WITHOUT WARRANTY OF
ANY KIND, EXPRESSED OR IMPLIED. It is intended to assist in evaluating the suitability and proper use of the material in manufacturing and in the
development and implementation of safety precautions and procedures.
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STATE RIGHT-TO-KNOW REGULATIONS:

CALIFORNIA PROPOSITION 65 - Components present in this material which the State of
California has found to cause cancer, birth defects or other reproductive harm
are as follows:

Typical Maximum

Chemical Name ' CAS Number Concentration
. Benzene 71-43-2 2 ppm
Benzyl chloride 100-44-7 10 ppm
Bis(2-chloroethyl)ether 111-44-4 10 ppm
N-Nitrosodiethanolamine 1116-54-7 1 ppm
Propylene oxide 75-56-9 10 ppm
Toluene 108-88-3 Trace

MASSACHUSETTS Right-to-Know - The following components of this material are included

in the Massachusetts Substance List and are present at or above reportable

levels:

. Typical Maximum
Chemical Name CAS Number Concentration
Benzene 71-43-2 2 ppm
Benzyl chloride 100-44-7 10 ppm
Bis(2-chloroethyl) ether 111-44-4 10 ppm
N-Nitrosodiethanolamine 1116-54-7 1 ppm
Propylene oxide 75-56-9 10 ppm

MICHIGAN Critical Materials - The following components of this material are included
in the Michigan Critical Materials List:

Chemical Name . CAS Number
None known

NEW JERSEY Right-to-Know - The following components of this material are included in
the New Jersey Hazardous Substance List and are present at or above reportable

levels:
Typical Maximum
Chemical Name CAS Number Concentration

None known

PENNSYLVANIA Right-to-Know - The following components of this material are included
in the Pennsylvania Hazardous Substance List and are present at or above

reportable levels:
) ' Typical Maximum
Chemical Name CAS Number Concentration

None known

}

The information provided herein is compiled form intemal reports and data form professional publications. IT IS FURNISHED WITHOUT WARRANTY OF
ANY-KIND, EXPRESSED OR IMPLIED. It is intended to.assist in evaluating the suitability and proper use of the material in manufacturing-and in the
development and implementation of safety precautions and procedures.
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ADDENDUM III

Media/Diluent Tracking Forms (Form No. 97-L-007)
Media Production and Growth Testing Data Sheets (Form No. 91-L-003)



Addendum {1} Date 41 /ot fOU

Page | of &I
Protocol No. C o002,

MEDIA/DILUENT TRACKING FORM

~

Test Date: ?hilw Procedure: |e$‘]‘c ne, - Mice (“; "“5("5 "\
w3 [Shacp BlL

(Sseciskomn Prap i BRIBOOICTA | BHIACOI020 G, TSBCOI0124 TeA QO IR 194, ) THA P,ﬂ,_ Tk B edq22-)

c&p Oct 0% ,zceo/

Media/Diluent Lot Numbers: £55$001613D * pMyaootlofgps * CaMHAB 001620 D
J 7

- BHiAacoIc20 &
ToA0C 101U A ) SDACOLD20] TLheniotnA . BHiIAOO(lOH C ,TSAW'%N:»J PrLtd® eefrzn-a
' ’ 7 EXp.10-03-¢0

Supplement Lot Numbers (if any):_S$®_Blcod %??Lo,vw Difeo Lot ¥ 143512KA EY-Pv\O‘?:"GD

Recorded by:_Initials T3~ pae € ( (5{ev

Negative Controls Checked (Y / N): l/‘il -0

Test Date: ﬁ '"ﬂ ‘ oo r Procedure: ’QSL(WQ ~pli e /I le Lyu_ ) \
d4w sl u" © L= . » . - N

/ ‘ML'TE+“ \oe’?z,'% Ex;";‘:’dc’o“w 3 Seeee “lfA S&o@u °020E %600'0\2—4/ xlyﬂ O oy 14)“

Medxa/Dxluem Lot Numbers:__PRSCOID1S D ' CaMugoo (020D ‘. AMic OOWDHE

) 7

MK B 0O ”o.,ie TOA CBIein A - ToA ODISIHA S A a“oloich T‘:A»:fgL-e.o Blcxnl
) 7 ZTPML ot ¥ Y123 uplT*n}uo

Supplement Lot Numbers (if any):_&P _&lood Su,anln,w._u‘ (Dl("w) lof ® 1438 121A
7 Exp l0-31-e0

Negative Controls Checked (Y / N):_%;..\A.g%.__—mcorded by:_Initials T Dg_(gj_u_u@

Test Date:__$- 1= 0 Procedure:___{ ‘D"‘M«Q; / mee =l \’W»d)">
[Qunoe. Prep: CAE | ML LA S w8175 1 Bip. te-3- 2000 'i_stlcc\clz.A)Of:hOO\Q"U\) -
Media/Diluent Lot Numbers:__ MHBco11048 * Phoorio(3D muado Qtn,nﬁg&)\s‘f_)&&z&kﬁ

/
%\»4» wm,b?%“
syt 1SBocii2 A, TSPOCLINKY Lroneoin A

(l“.w»t%) (‘mhv(*‘ (YOS5 e A

Supplement Lot Numbers (if any):___Sepple wnend VX
. W Exp 30 Apr OZ
Negative Controls Checked (Y / N):_tA -l g Recorded by:_Injtials ¢an 13 Date sfi/¢q
: | /X €-17-cv
Reviewed By Date: 7 // / T

Approved By M’W D@WW Date:_ 9/19]o0

Notice: Proprietary Information - Not for Publication.
Confidential/proprietary information of BioScience Laboratories. Inc., is contained here in and may not be disclosed. used. made available.
duplicated. or distributed without its prior written consent. Failure to observe this may resuit in Liability for any damages and Losses resulting

therefrom. EF - C TJ\V‘E " FormNo 97.1-007

D Copyright 1996 by BioScience Laboratories. Inc.
' New 05797
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Protocol No.  ooeezz,

MEDIA/DILUENT TRACKING FORM

Test Date: v Procedure:__42/& = 3 bues

(W, D,.QIP . THH00I0IZA, THAODIOIHAY) T elatloo Fc_‘&\”‘w :
Media/Diluent Lot Numbers: _ 7239 €0,0sv /A, 7MA,_£~:-@5 pesooioidD

MUHaLo|i09B

T shslo

Supplement Lot Numbers (if any): NA-

Negative Controls Checked (Y / N):___1® Recorded by: Initials e~ Date_iwko

@3 t}:r«w

B“'ﬁ;Qe oy € o 5
. . o6 lp !
Media/Diluent Lot Numbers: _sng oo 11069 B, CarmWB O jazeD  PBS sa colSiTA
1

Test Date: %-3). 00

1+ 140t TOA oonzzA  TsZ oo Jol2 A, Ru B oo nedA R4 an tleyqc

Procedure: Re"_e‘:"’ - p.mira.la:lis,ﬂcol aid S‘pu\oqtm # raplis
- J

43+reo

ASC

. ' o
Supplement Lot Numbers (if any): 5{3 Slend Suﬁn)amedf ?o'l- l4x5 sk Euxp. 32Scpoo |

: Y
Negative Controls Checked (Y / N): ¢ Recorded by:_Initials /- Date B:3res
/ hkE %- 212D
q.%-oo
Test Date: &G 900 Procedure: ’)‘9‘54.-3 (VTS {retest S pyvegeio 14LIS) T

Media/Diluent Lot Numbers: CMHB. omizes <, P35S oosmg £ ;Csl\ UIS%W

A
%&%&A RHIR X Ited

/ Inec. prf\o . OW("K ?]:?LCQ?&Z;-} -

At oD

b5 2000

‘?‘th’-oo
o

gage® |"
SP glooJ Su,avalervtea} lot™ 1a31/5 )<k Do 30 SEF oo

Suppiemerit Lot Numbers (if any):
Recorded by: Initials G; Date 94

Negative Controls Checked (Y / N): Ve

M

Reviewed By: - . Date: ?’// 5/ //C@
Approved B)':. /{]’\{%/W%@J/\ i ,Oﬂ ! Date: q, 14100

4 \

/ Notice: Proprietary Information - Not for Publication.

Confidential/proprietary information of BioScience Laboratories. Inc.. is contained here in and may not be disclos/pd. used. made avaiiable.
dupiicated. or distributed without its prior written consent. Failure to observe this may result in Liability for any damages and Losses resulting

" therefrom. EF CE C T’[\\/AE  EomNo.071.007

© Copyright 1996 by BioScience Laboratories. Inc.
New 0597
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MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: /// Z/ Media Type: 7. < LS&\, Lo f‘« |
Lot Number, 754 00/ 1 2./ Expiration Date: /d/Jw Prepared by: __~—

[ vowor T mow
Lo beo 77’-—;@5&\., Lo X 1 Pemav039s /2/7/02] /‘?fy/;‘ :
‘ / 7 '
I o~ | | H
\/;%\%Z/Ip "
I | . I~ I
IL_______._.____.____________ | ==g!

Deionized H,0 Volume: __ (2 +$ & Dispensed I _ 6.~ Z L Ffasks /-] CFlask
Volume per Container: (9% (5, 570~ (5 Date Autoclaved: 7/ L/
InitialsDate Organism ATCZ # Results Incubator # 'l'cmpcunn Initiale/Date Read |
Incubated . ) —
. 7/&/,» Escherichia coll 11229 + IS 7?07 e '}( f Z < p— 7//7/9
— 2 /il | Sophyiococeus aureus 653 | 414 | 9300n| Dofzec |~ 7 st
— 7//-,_/‘,3 Serratia marcescens 14756 +1 4 9 do=1L }d f&'c P 7/,/
— 7 /g/w Klebsiella pnevononiae 10031 ] 4/ 4 G201 3& —"(& *C - 7/74&

o 7/2'/” Poeudomanas aervginzsa {9021 | 4/ 4 D3:712]  3022%| 7/!/
s 7//2/@ Staphylocxcmcpidemidi: ‘12228 +I + 9’ 30—),7" ;d’#a L — 7

N / |-
I R E#{&Q

L- 7/i2/w Negative Cantrols N/A —~) ~ | 532072l 30F2°c |_7 oo
pH of Media: ____2¢ ( Autoclave No.: 2 // 2 7 Biological Indicator BI) - Lot No: _ 5%~ 3 /o
BI Read Date Read: 7/ 7/ “O_ Results: —

Rejectéi By/Reason. A L - Date:

Accepted By: /( LLWV ﬂ?’)& 422N Date; 7/ / g// ()D
Reviewed By: ﬂ ﬂmeDM /L4 Date: _7/18/00 .

2 Z Notice: Proprietary Information - Net for Publication.

Confidential/proprietary infogmiation of igScience Laboratories, Inc., is contained here in and may not be disclosed, used, mads svailable, duplicated,
o delal/proprieisy ind Failure to observe this may nsult in Lﬂbxm&' f°"“i/ "“‘ﬁ“‘“" Lo T e 31.L.003
. Qs onm INo.
© Copyright 1996 by BioScience Laboratories, Inc. T V Rev. 10 05/99
e oo O
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_ Protocol No. __ QD062
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET
Date: X/Z/ v Media Type: __ 27522 ’
Lot Number: g ’%ﬁ 2l10?A Expiration Date: ___/ //7%4/ Prepared by: _»——
VENDOR FRODUCT LOTNUMBER | EXP.DATE | WEIGHT/VOLUME |
N2 Borsin len st Tondusion fopntt | 9 7687125 |04 Se700 27 75} '/Wﬂ/" ;

—

| o~

——

| o |
1 i I
A T~ |
L ]
Deionized H,0 Volume: 757~ s DispensedIn: __ = /< Frisp
Volume per Container: 757~ 15 Date Autoclaved: 8/7/09
InitialsDate Organism ATCCH Results Incubator # Temperature °C InitialvDate Read "
b .
~_ Escherichia colt 11229 / ‘ "
Stap: aureus 6538 / "
Serratia mamcsch 14756 / jl
Klebsieila pneumoniae ' IOR N ) "
- -
Pseudomonas aeruginosa 9027 / ' :
Staphylococcus epidermidis | 12228 ! \‘% Aaq-’g_g' 00O 4'
/ \\ “
’ —]
gizleo T [A.boumadnais | 1agoel +1 4 auoy | asetze gyl
256 L} Negative Control va | -/ — e M‘a 8 T "
@,! a-20- oo - uqsq}imCovdhls Were fnwhajﬁﬂ %ﬁr{t&vj{f_’;f—w O a-2e" v Tt 4126to0

7.2

Autoclave No.: fg,/_/ 2 Biologi

Indicator (BI) - Lot No.: 52 - 2

pH of Media:

BI Read By: <<% DateRead: %/ 7/¢v Results: —

Rejected By/Reason: A ’ Date: A
Acceéted By: MIM D O,VU/LMI Date: __ 4|20 | o0
Reviewed By: v A;m Date: ___4-30-00

. or distributed without its prior wri
. ©Copyright 1996 by BioScience

t N

consent.
ratories,

L , ; lotice: Proprietary Information - Not for Publicatibn. ‘
Confidential/proprietary informatipn of BioSciegce Laboratories, Inc., is contained here in and may not be disclosed, used, made available, duplicated,

T RFFECTIVE

lne oo OV :

Lasses resulting therefrom.

Form No. 91-1-003
Rev. 10 05/99
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MEDIA PRODUCTION AND GROW’I'H TESTING DATA SHEET |
Date: é// a0 Media Type: féét!d//(/ Broth _
Lot Nunber: 55772 9 /s 2% Expiration Date: ‘5”/ Z/’/v Preparedby: _ T

[_venoor | PRODUCT EXP. DATE | WEIGHT/VOLUME |
l Nl ., Sdhiedles roratle 130226 %4 | Tl 01| /%25 framts]
] I

H \\ \
e I

" | 6 /1¢/0 "
n | "“'\\ - u

Deionized H,0 Volume: 500 15 - Dispensed In: [~ 1 LFE /5K
Volume per Container: SIU~I[5 Date Autoclaved: é// bl / @
, InitialsDato o:;m ATCCH Incubstar # Temposaturs *C InitialvDate Read
Incubated
~_ Escherichia coli 11229

\ chcm qureus 6538

Scm:mmuu\ 14756
T g
l Klebsiella pnevumonias M -

Results
=l
!
/
/
" ‘ Pseudomonas aeruginasa 9027 l\'bq;uw
, .
!
/

I Staphylococcus epidermidis | 12228 [p]%;\

\
: "WZO!OO%\ By bt 12s288] » 1 q,,o.ﬁi 25°%2°C (72100 pow
20100 e[ Negie c s & va | -/ — | auoif  ssmtave |i0z2(00 g
pH of Media: 7 { Autoclave No.:g/ {t > Biological Indicator (BI) -LotNo.: _S/7 ~ 3/ ¢

BlRead By ———<=<——2—=%—  DatcRead: { /) e Lo Results: —

Rejected By/Reason: Date: __AJF

Accepted By: %&b—/ @7&‘&/\—- Date: ___ o/ 29420
Reviewed By: _ m (b /4 //?w Date: o/ 2a/0¢

ofice: Proprietary Information - Not for Publicatiod.
© Confidential/proprictary inft onSc: Laboratories, Inc, is contained here in and may not be disclosed, used, mtn;mhble. duplicated,

. ordmnhmedwnhommpnorwrmeucomm mlnretoobservc:humaymltmuabxhtyforanydamazelmdl.omzmul
Form No. 91-1-003
© Copyngh: 1996 by BioScience laboraw
o JIGf249 (o0 F CT[VE Rev.10  05/99
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‘ Protocol No. ____Oop(p 22
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: /74&7/ = Media Type: ezl ; eLfe S /4

Lot Number: ZZ 00 /020 £ Expiration Date; /é/w%fo Prepared by: __ e

‘ VENDOR PRODUCT LOT NUMBER EXP. DATE | WEIGHT/VOLUME

/’Jco §aAae//X’/ /B v L 130229X4] Tl0y 5/226.»//,;
: 25

\%\

M\quwl
e

—

- —
Deionized H,0 Volume: - Dispensed In: R = S Lfiesks
Volume per Container: ____ 7s0ls Date Autoclaved: - /Z" //&
InitialvDate Organism ATCC# Results Incubator # Temperature *C InitialyDate Read
Incubated
—~— \Eschcrlcllla colt 11229 /
MM 6538 /
Serratia marcescens \»\14756 /
Klebsiella pneumonias - 10031 N
Pseudomonas aeruginosa 9027 . / \\ ,
Staphylococcus epidermidis | 12228 7 M
/ qIpol=<__
!/ ‘v\
\ - N ® AVALLD ~
8 tg;‘io‘g ‘I‘ B.Loo s | 25288 + VAl Gpol 35£2°C | Zlialoo T
6, [T DD 7l Negative Contrts va F— /Nl g0 352957 5,45 100 TU
Bodm 1201 OD

. &m 120100 ;
pH of Media: 2. 5/ Autoclave No.: z( /¢ 2 Biological Indicator (BI) - Lot No.: Z >
BI Read By: %A:\JI\MF\XLO - Date Read: }(93 ) U2 Results: __—

Rejected By/Reason: ANA- ) Date: W

Accepted By: /)”\‘/J" I/V) (DOWMM Date: 2]20] OO
WV

Date: alae {op

Y Notice: Proprietary Information - Not for Publication.
Confidential/proprie! information of BioScience Laboratories, Inc., is contained here in and may hot be disclosed, used, made available, duplicated,
or distributed without its prior written consent. Failure to observe this may result in Liability for any damages and Losses resulting therefrom.
. © Copyrjght 1996 by BioScience Laboratories, Inc. EFFECT l é J Form No. 91-1-003
WO)TR 42600 s Lowe @ enhed Rev. 10 05/99
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® Culey

Addendum _LLL Date 1 /& foo
Page ] ofQl

Protocol No.

MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: _ Media Type: /7/48*//" ;

Elﬂﬁlﬂ..

(20101 X=X

g.’c' ’M ‘

Lot Number:/Z44001109 /2 Expiration Date: 7 /// / Prepared by: __ ——
LMPQR_ PRODUCT LOT NUMBER EXP. DATE WEIGHT/VOLUME "
Prfeo . Luvlles Minton o | 197023 g3 | 252 Sae B
. 7 Zd
I
" W\N% |
ﬂ \\El
Deionized H,0 Volume: ___ /2 ¢ Dispensedln: __ /S -~ /£ 45t s
Volume per Container: __" 800 [S Date Autoclaved: r?/’ /74//
InitialsDate Organism ATCCH# Results Incubstor # Temperature °C InitialyDate Read 4]
Incubated :
~—_| Bscherichia coli 11229 !
SM 6538 ! .
Serratia marcescens %-\l
Kiebsiclla pneumoniae ‘ 10031 / W E
Pseudomonas acruginosa 9027 / alwpl 'IN
L. Smpﬁylmxm epidermidis | 12228 / @ Te 4-20- 00 » \
TS YT ’ v
2l5l0 & g—iﬂr’bm. Co A @ 430214 30"t 2% |1 8lig|oD T
v ® q3014 26’ o .
2islio B 1S manesgeens |Mrse| + /4 s 25t2e 181100 R
slistoo B | €. cloaeat 1204% ®* ! & qnol 35°£2°C | Bliploo TR
£15 100 T | Negative Contrls na [P~ /4 41101 35°%2°C | 8livlo0 T
cncly) positive anl e pcophive, conhe( wrew MW—U T §- 20-cD
pH Ef Media: % L Autoclave No.: 9/ /7 2 Biological Indicator (BD) - Lot No.: -3 0
BI Read By: CF—<=c= _ Date Read: S7//’ Results: —_
Rejeqted By/Reason: Date: (943
Accepted By: /)._\ /)»VV] D QMW Date: ___ 9 "Z—‘_JIOD
Reviewed By: // @ (Gt Date: ___9-20-co

’ Noﬁj Proprictary Information - Not for Publicstion

Conﬁdmua!/pmpnmry information of BioScience
or distributed without its prior written corisent. Failure to observe this may result in Liability for any

© Copyright 1996 by BioScicace Laboratories, Inc. F E C T I

ories, Inc,, is contained here in and may not be dxsclosecL used, made available, duplicated,

and Losses resulting therefrom.

L""f\l Inn (W/V\

Form No. 91-1..003
Rev. 10 05/99



Addendum __ill Date 1 / Qi /bo
Page <% of I

: Protocol No. __ D00 (p A2,
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: ‘7/2« /@ Media Type: - Y idlaar 3
Lot Number: [’l//fWQ///AZOD& ExpnaﬂonDate : A/f/Z—o//w Prepared by:

‘ VENDOR PRODUCT LOT NUMBER EXP. DATE | WEIGHT/VOLUME
LBL | Maelloethybon TE 52 0177002 |2/ foy | /7% /4
( “ )Ltu\ /ﬁt} {4 s/ﬁf( -

——

\

T 7/7’?’ /;’v
\
T~
\
—— e \—_—g
Deionized H,0 Volume: A Dispensed In: 8 - < Fra sf£s
Volume per Container: 7§7"‘” / b2 Date Autoclaved: ; é{; /00
Initiafs/Date Organism T ATCC# Results Incubator # Temperature °C InitialvDate Read

Incubated

\\ Escherichia colt 11229 /
M 6538 /

Serratia marcescens o {

Klebsiella pnewrnoniae " 10031 \
Pseudomonas aeruginosa 9027 ‘ / Ml\

Staphylococcus epidermidis | 12228 I ale DO\
! @ |m alzelvo \

( N
B{1510 ™| S pupoeyy cx P+ia g0 357 20C | 8ilelooTe
LR | CoJmGllclec
/ @O | T jlz0lov
2115 100 Te| Negative Controls N/A - 121 auel 35°42°% | Hwjpo T
do one (1) Positive and it gative conbrlwine prepacel T2 4-26-60
¥ pH of Media: 2 Autoclave No.: 9/ /¢ 2 Biological Indicator (BI) - Lot No.: S43 0

BI Read By: _&AM»@_:@__ Date Read: H52)00  Resuts: __—
Re_;ected By/Reason: Date: ___ LI

Accepted By: MWVD Mw Date: q(20/00
Reviewed By: A&; LL(\}XQ&\\/\/ Date: _ 094 ' 20 ’ UD’

\ - Notice: Proprietary Information - Not for Publication.

Confidential/proprietary § ormauan of BjoScience Laboratories, Inc., is contained here in and may'not be disclosed, used, made available, duplicated,
or distributed without its written consent. Failure to observe this may result in Liability for any damages and Losses resulting therefrom.
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Addendum _(I1 Date_"1/21/v0
Page 91 of Q)

: Protocol No. __ ©00 (o 5.
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

&
Date: {///éf 2 Media Type: Lo A4 _
Lot Number: 4/4 #8002, ¥ Expiration Date: (2/1 /e Prepared by:
VENDOR PRODUCT LOTNUMBER | EXP.DATE | WEIGHT/VOLUME

£A¢ [ e Bk o e X O/7Yp02 yi/dy /6.52/75‘2,\,4
/h?z/’v- ﬁ//‘,,.-,,ze,/ .

—

\%\ﬂ/ I

I 4 ‘/ ‘/b ]
" ‘ . \\
Deionized H0 Volume: __ 2 5 Z.~/'s DispensedIn: __ /.= / ¢ /£ /=54
Volume per Container: __ 2.5 2~ (> Date Autoclaved: 9/ / A,
InitislyDate Organism ATCC # Rosults Incabator # Temperature °C Initialy/Date Read
| Incubated .
[ S~ | Escherichia coli 11229 /
| SicpFtoceccs aureus 6538 /
Serratia mamcem\\‘\l@ !
Klebsiclla pneumoniae - 10031 N
Pseudomonas aeruginosa 9027 { 9120
Staphylococcus epidermidis | 12228 / \ -
/ @O 1 a-20-0p
digio0 " S oupaenss  1aeis Pi 7} | anol 25°£2° | Alqloo =
t ﬁi j ; ,
9/6/00 P Negtive Controls wa [®-, 4 | auol 35°42°C | 9/9]oc
() posdive and ati Conlret wew PNPW-" Fed- oois
mpH ';fM:dia ~7 Autoclave No.: é/ 7 //{ 3 Biological Indicator (BI) - Lot No.: ___5_/25__3__42
BI Read By: " Date Read: // 2®  Results: N
Rejected By/Reason: Date: __AJA

Accepted By: Lm/)/l ‘D Mﬂw Date:__9[{2¢l o0
Reviewed By: y m wGOL Date: q L}o f oo

potice: ictary Information - Not for Publication.
ries, Inc., is contained here in and may riot be disclosed, used, made available, duplicated,
and Losses resulting therefrom.

J Form No. 91-1.-003

Confidential/proprietary information of BioScience
or distributed without its prior written consent. Failure to observe this may muh in Liability for any

. © Copyright 1996 by BioScience uborawns. Inc. ool -fo C T ‘ V Rev. 10 05199
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Addendum __\t! Date |\ //tf{c0O
Page iD of Q|

. Protocol No. __cno (29,
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET .

Date: ?/ "7/ Media Type: Y g :
Lot Number; / NI o/ /0o E Expiration Date: /// V/¢ Prepared by:

VENDOR PRODUCT LoT NUMBER___ EXP. DATE | WEIGHT/VOLUME l

7'(Lo : /4”¢c\°folu Poro L mME ¢ {1125 T F Dern OF ?7 /;C— ,
| o~ . ||
r PSRy, 4,

\\\
L L —
Deionized H,0 Volume: ___J & DispensedIn: &~ /€ APl SfEs
Volume per Container: __~ "~ 75 J ar /s Date Autoclaved: ) / /"//ﬂ
l InialvDste Organism ATCCH | Resils Incobator# | Temporatwre *C | InitislyDatc Read
\ Escherichia coli 11229 !
' Stapi aureus 6538 /
Serratia marcescens 14756 /
Kiebsiclla pneumonias 100304/ {
e I e STV ]
Staphylococeus epidermidis | 12228 . QIITM "
! @ |ng-20-c0 \\
Rl Te| B, 1“7&9&& 2528512+ 1 ¥ | queon]  ZEE5E leliglod ﬂiﬂ
/ @) [ 4 20-00
| D116 (00 T2| Negative Controls va P~ 1 A | avosor %G 9/15}00

abﬁls m(o) pesting and negudive cht’wtwe&-..fn L. "-%_"W"?
PH of Media: . O Autoclave No.: 2 Biological Indicator (BI) - Lot No.: fé : 3 o

c"""{-—nazenead; 7/4* ¢®__ Results: —

Rejected By/Reason: Date: ___ {.B%

Acccéted By: 0"\/)’~ WO @W Date: ___4/20 I 0O
S

BI Read By:

Date: ___ 04 / a0 / b0

Reviewed By: l { (
- Notice: Proprietary Information - Not for Publication.
Conﬁdmnd/pmpnelary ormation of BioPcience Laboratories, Inc., is contained here in and mxy not be d:sclosed. med, made available, duplicated,
or distributed without its pijor written consent. Failure to observe this may result in Liability foranydnmﬁ :mtﬁr:mg Lo
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| ouguuas

B

MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

\
Date: __1 hE'JIDD Media Type

s oo""i’t—%—mcol No.

A R iy 7 s’ s St

L

r~ Page(( ofQl

200k 37

Lot Number TRAOOLON 2h

EXP. DATE

243A ¥

Expiratign Date: MIES Prepared by: _< Ao~

WEIGHT/VOLUME

e es—gt——
e —

Deijonized H,0 Volume: ___\S L Dispensed In: _ | ¥ - 1L Mask s

Volume per Container: I - Date Autoclaved: ’1‘13’00

" th:blhm:o l j Organism ATCC# Reauits Incubator ¥ 7 Temperatare *C | InitialsDate Read
— ‘?é 7@ Escherichta coll 11229 | +~ 4 | 93,71 otece | — 14 /(/-’ 1
—_ Z/”/"” Staphylococcus aureus 6538 | 1+ | F30a | 30%eec | 2/fes/n
= 715 o, | Serratia marcescens wiss | <+ | s3] Bofzec | — 5/ s
~ 73y | Rebictiapremonias | 10031 | 44 | @309 ] 3e2ece | _ .7/;7“,
— 7/5/;@ Pseudomanas aeruginosa 9027 -+J+ Q30710 30tzoc | — 7/%

, ~— 7/;/,, Staphylococcus epidermidis | “12228 +/ 4 S 3070 Sofeve |~ 7/7&
‘ in

i i 2 2N

" / T ———]
A 7/13 /5| Negative Cantrols NA | —/ — | F3en12 Zot2%c |~ 2572, |

pH of Mediz: __ /<2

a—

Autoclave No.: G1113 _ Biological Indicator (BI) - Lot No.:

SA - A0

S — el ..
BI Read By: - Date Read: é 4 Results:

Re_yected By/Reason: Date: AA-
~ Accepted By: _ (L\/)—\M‘D(Q/\ Vlw Dpate: ___~3-[18/00
Reviewed By: /\/ Date: 7/1&’/()9 :

Metice: Proprictary fon - Not for Publication

Confidential/proprietary information/of BioScience Laboratories,
or distributed without its prior written consent. Faﬂntetoohsavgthnmayrwk in Laabxhtyfor
© Copyright 1996 by BioScience Laboratories, Inc.

and Losses resilting

ETIVE

£ s A (-WM

xseommedhuemmdmxynotbednsclosed,med.mdeavmhblc, duplicated,

therefrom.
Form No. 91-1-003
Rev. 10 05/99



f f Page (5 of 2l
‘~ 0735 Protocol No. __ 000 D D
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: 7// V/ Media Type: ___ 727
Lot Number; f/fﬁo (0177 Expiration Date: /ﬂ/ ;// Preparedbr

I T
T

Deionized H,0 Volume: ___ /5 & Dispensedln: ___ /¥ — [/ & Frecks
Volume per Container: ___ ™ § 3 3».._(5 Date Autoclaved: 7// Z / P>
ATCC# — Incubator # Temperaturo °C InitislyDate Read '
Escherichia colt 11229 -}~ 14 173,72, Yorz2oc | 7/40»
Staphylococcus aureus 6538 )“'I 4 7 207 L >¢ fg'c p—— ’7//1
Serratia marcescens 14756 | 7+ G 30z 36%p0e o 7//
”’ —~— 7//({ ~ Rlebsiella pneumoniae "1 10031 '-}-—/ ‘L 9 3oz 36 fZ'c 7//7@
/7'” Pssudomonas aeruginasa 9027 S/ 4 G302 7afz ‘c | —— 7//’7;“

lPié Siophylococou apldermids | 12208 | dIF | 730z Bolsve| o Hesho|
v \ +\ III e ‘n
i i Y |

/ I
— 7// Negative Controls NA | —1 — | F 392 S0XeoC | —~2/)t forus
pH of Media: 7,2 auoctave No:G /(s Biological Indicator ®I) -LotNo.: S A4 =7 o
BI Read By: T <€ Date Readt _ 7/ 4/ PPResults: —
Re_;ectedBy/Rcason. N e » Date: -
Accepted By dz L D oo Date: "7{(%’70\3

etz (/O =10 ALY e 18100

Notice: Proprietary Information - Not for Publicatisn.
Confidential/proprietary i i BidScience Laboratories, Inc., is contained here in and may not be disclosed, used, made available, duplicated,
. or distributed without its written consent. Failure to observe this may result in Liability for ""Td"mg”m“‘“ UmI.ungFMN 91.1..003
BioScience R
© Copyright 1996 by Bi Wnnha F ECT Rev. 10 05/99

e dnn (WM




Date: __ 7] “

K .
:-

3, Y R
N L
STl

o ;s ‘\\/;7
%xﬂf
414 Protocol No.

= ——

Page_ib_of.aL_

MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

1/00

Lot Number: TRAGOIOVTA

Media Type:

Expimtiqn Date:

[

joli71(00

0000 2

3o o4

Preparedby: __ N\ M5~

” M\"— ‘7// 2/ u
. , - oo
Deionized H,0 Volume: ___I1SL Dispensed 1o __[§ - /1 Plasks
. Volume per Container: _ ™ %65"11 ‘Date Autoclaved: (7 {oo
7 ATCC# anm Incubstor # rcuxpeém-c InitialsDate Read
Z/W/m Escherickia coll 11229 T-; 14 | 93079,¢ Botete | —~ 7/9/@
- ‘7//?1/59 Staphylococcus aureus 6538 + /- S 3,91 \ Betoe |m '7/ 4/}*0
"‘\ 7//7/11/ Serratia marcescens 14756 W Y A Q3,9 365‘(2. s~ 7//9/521
~ 7/77/p)| Kebsiclla prevmoniae 10031 +1+ F 3,70 30, | — 7//‘7-/42/
— 7//7/W Pseudomonas aeruginosa . 9027 +I+ 930 772 3ﬂf£¢¢ — 7//9/40
e 7/ Y| Sapricoccuscpiermits | 12228 | 1 + | g502]  3ortec|— 7/19/p
" \-\=— /
e —] e .
! e
|I~ 7//7_/_:"” Negative Controls N/A —) w1 G 307 | 3‘—,"& e 7_/;/720-0 ‘,

pH of Media: ____ /- 4. Autoclave No.: 1113 Biological Indicator (BI) -LotNo.: (SA-3 1 O
BI Read By: = Date Read: Z[Qg[w Results: _

Rejec'té By/Reason: | N Date: AP+

Accepted By: ﬂ /LVV) ‘DM Ly Date: _ /2 /Oo

Reviewed By:

Confidentiall . .
or distributed without its

Date: ;7%""'6'@—-7/7‘$/00

'© Copyright 1996 by BioScience Laboratories, Inc.

Information - Not for Publication
lnc.,ucomamedhuemandmynotbedxsclosed,uud.madcunmble. duphtmed,

prior written consent. Fadmtnobsavetm;mymukm babuhtyforﬁdnmgamdhsamul

&l loa (-W/V\

@M F+{25/00

Form No. 91.1.-003
Rev. 10 0599



Addendum Tl Date_“1/2l /0D
Page [Q of Q)

~ Protocol No. __ ©0C (0 DD
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

;
Date: g//? Z[ / z Media Type: 754 '
Lot Number: 7"5/4 co(izzAd Expiration Date: / s /2 LA@ Prepared by: __———
VENDOR PRODUCT | LOT NUMBER EXP. DATE WEIGHT/VOLUME
i fro T;}ﬁ SK; /4;:,4.- DEm cop Y] /) fj/f v a(ﬂ;{ Lo

\

\

| m T~
n ~—

Deionized H,0 Volume: ___ /% < DispensedIn: ___/ &~/ €A/ a5/
Volume per Container: ~§2 Ao / S Date Autoclaved: 5/5 %'&
InitialyvDate Organism ATCCH# Results Incubator # Temperature °C Initiale/Date Read
Incubated _ «
— $[2 %] | Escherichta calt 1229 | + /¢ |$32c 9, 20t 2% fo— 5,/2 o /o
—~ 0’/2 7'/5:, Staphylococcus aureus 5533' 4 1+ S 70702 Zcfz';- — /2},/‘0
~ ,5"/2241 Serratia marcescens 14756 1 4 VADRIT 30 —JZ‘L . ?/2 f//yu
— S'/zzl,b Klebsiella pneunoniae 10031 S~ S 2671 Je * 2 e — %‘/3 7//4’
—— 5(/2 z A,t Pseudomonas aeruginasa 9027 +7 L F20 L 3 o»’lZ"c; ~— 5/ 2 7/0:;
% /2.2/., | Staphylococcus epidermidis | 12228 + Sz2.71% Zofz |~ g/ 2y /6 2
\ ,
\
— T e——
/ g(25l00| T ———
| ~_5/22/0 | Negaive Conrls NA | —r— | F3.9.2| Zotz’< |~ Bl2y/en
pH of Media: 7/ 2 Autoclave No.: 2/ /72 Biological Indicator (BI) - Lot No.: 24 - 30
BI Read By: =" Date Read: SVZ/ ¢~ Results: _
Rejected By/Reason: a4 : ; Date: ___ A A
Accepted By: (/)/\/ /l/ m (DOAW ¢/ Date:_8(25[00
Reviewed By: Date:_9-0L~ oD

Laboratories, Inc., is contained here in and may nbt be disclosed, used, made available, duphcnmL
ure to observe this may result in Liability for any damages and Losses resuiting therefrom.

é , Form No. 91-1..003

Rev. 10 05199
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Addendum _J1\ Date_“ /2! bo

Page \©  of 2l
. Protocol No. __ OO0 (p 2D
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET
Date: ‘7 ZﬁT/ % Media Type: A4
Lot Number: /2425 /0 20 & Expiration Date: ___ /- {/Z«_/w Prepared by: _ =~
{l " vENDOR _____PRODUCT LOTNUMBER | EXP.DATE | WEIGHT/VOLUME "
m Loase ot Tocbusron g, | F106- 41| 7/ fod 1ot
\ - i

Deionized H,0 Volume: 2L Dispensedln; ___ >~/ CF /as ks
Volume per Container: /"éé 7 ls Date Autoclaved: %/av
InitialsDato Organism ATCCH Results Incubator # Temperaturc °C Initials/Date Read
Incubated
\ Escherichia colt 11229 !
Staphy. 6538 /
Serratia marcescens ] M\ ~__/
Klebsiella pneumoniae 10031 { T \ "
Pseudomonas aeruginosa 9027 . ] M
Staphylococcus epidermidis | ‘12228 / 4120] "D\\
/ \ u
{15/00 T | S.OWNQ_ - A+ | gno; 35°42°C | B[iz/00 'rz_"
L]
!
i~ 7/20//n] Negativo Contrls N/A =/ — | F3e7! 3otz |$m ¥l |
pH of Media: 2. Auoclave No.:Z//( 3 Biological Indicator (BI) Lot No.: _SZ ~ 30

—

Date Read: 3 93,‘7 D_ Results:

BI Read By: A/JC\LA/\MT)’%){

Rejected By/Reason:

Accepted By:

Reviewed By:

Confidential/
or distributed witho!

. © Copyright 1996 by BioScience Laboratories, Inc.

M : Date: ___ AMA-
M MD QJU%L( Date: C”ZO/()O
/ a'h/ Date: OQ’ a0 ‘;O'D

its prior

J/O6 /9

) Notice: Proprietary Information - Not for Publication.
tary mfonnnu of BioScience Laboratories, Inc,, is contained here in and may'not be disclosed, used, made available, duplumed,

consent. Failure to observe this may result in Liability for any

ECTIV

damﬁcs and Losses resulting therefrom.

4

Form No. 91-1.-003
Rev. 10 05/99



Addendum _ 1} Date_ ( /et O
Page {1y of 21

_ Protocol No. 200 32~
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: B;/y/ Media Type: 5/"‘ P /S/(’.g A —Q:r\'gfslﬂ\z\. /4(a/
Lot Number: 22/ /4 ce lje C. Expiration Date: e/ Prepared by: _——

VENDOR PRODUCT - LOT NUMBER EXP. DATE WEIGHT/VOLUME
% Lossnllent Bl Azee | Fosé-11¢ | 7/00oe |75 fowe ||
: ) 7 A4

o

\7:&:"
/'-.‘5/
\//2:

~ I
| S \J,
Deionized H,0 Volume: __/5 7. (s Dispensed In: A - [E Frasts
Volume per Container: __ ™= 75 Zn /5 Date Autoclaved: 5/ Z/ao
IF — . ]
{ n;:nmwbh:zu -taanum ATCCH | Remits | locabatord | Temperatare °C InitialvDate Read
~~_ | Escherichia coll 11229 /

iWw 6538 /

Serratia mamuccm\\ %56 /

Kiebsiella pnesrmoniae ‘I 10031

Pseudomonas aeruginosa 9027 / W ,
Staphylococcus epidermidis | 12228 ! a2 p[\éb\ "

5115i00 T IO bawcmanm‘i 1960 | + ! & 9110 25°t2°C [BliHoo T= "

L — 8/4/2s | negatve Couols WA | — —19309/2) 2-tz-c |~80/n |
pH of Media: /. ’7/ Autoclave No.: 2/_//_2_ Biological Indicator (BI) -LotNo.: __S$4 -3, o
C=——c¢ DateRead: _5/ QVU Results: -

Rejec_ted By/Reason: A - Date: __ AJA

Accepted By: A‘Nﬂ m (D Ql/l W Date: (20 "oo
Reviewed By: _ mkm Date: __4-20-00

& Notice: Proprietary Information - Not for Publication.
on of 0Sci

BI Read By:

Confidential/proprietary inf ce Laboratories, Inc., is contained here in and may not be disclosed, used, made available, duplicated,

or distributed without its pri ailure to observe this may mult in Llahxhty for any and Losses t’sulung therefrom.
© Copyright 1996 by BioScil ubomom, Inc, I §‘Z’J“f.f° 91.1.003
05/99
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Addendum ~j\|_  Date _“l /&1 /0O
Page.l:_l_ofﬂ_

, Protocol No. __Ccole 22
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: / Media Type: 5444«/&&/ /z’»q[rox ;a«—

Lot Number: 59/4 doo 20 Expiration Date: ___/2/2 “/av Prepared by: ___———
VENDOR PRODUCT LOT NUMBER EXP. DATE WEIGHT/VOLUME }

Ciofro ié/«m:«/ %’A‘msuf;,, D 99109M ?/9/93 9;’57/7!-
{ \

\ |

-+ =2l
- 2
Deionized H,0 Volume: ___7 Dispensed ks ___ 2~/ &/ Fashs
Volume per Container: 778 m ! 5 Date Autoclaved: /7 /}3%"
Initialz/Date Organism ATCCH - Resulls Incubator # Temperature °C Initislv/Date Read
Incubated
Escherichia colt 11229 /
SM 6538 /
| Serratia marcescens N 34736 '
Klebsiella pneumoniae 1 10031 -

Pseudomonas aeruginota 9027 ‘ / M
Staphylococcus epidermidis | “12228 ! ql20 | ON

/

Busfoo = | C. altreanas |wazi | +/ + Q3024 230°£2°C | 813 vo "F;
815100 %] C. Yrodiealdy | 7350 | 1 ¥ | qzpond|  B0°t29C | 8/17/00 T

. 7/50/2 | Negative Conols NA | — /1 — | $359,2 2o 22% | B Flzoloo
PH of Media: PA Autoclave No.:z_/__//z Biological Indicator (BI) - Lot No.: 5/ ~ 3 _-c>
BI Read By: _/V/ Jl\ma&m, Date Read: “1 19229 Resuits: -

Re_;ected By/Reason: Date: A
Accepted By: O\W (b OW@ ‘ Date: q ’ 7—0/ o0
Reviewed Ey: Q (‘__4 Date: __09-20—cd

A Notice: Proprietary Information - Not for Publication.
Confidential/proprietary infc on of BioScidnce Laboratories, Inc., is contained here in and may kot be disclosed, used, made available, duplleated.,
or distributed without its prior consent. Failure to observe this may result in Liability for any dam§d and Losses resulting therefrom.

© Copyright 1996 by BioScience Laboratories, Inc. EF F. E C T l , —}];ermﬁrg' o. 91-10,50/83

/0L /S




Addendum UL~ Date _“V Q(/ov
Page [} of Q|

- Protocol No. 0 A,
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET

Date: ‘ZA”//‘/"’ Media Type: 5'&41 {/4/ '%4 -

Lot Number: {ﬂﬂd/ﬂ'za e Expiration Date: soS e o Prepared by: ___——
4 4 T
H VENDOR PRODUCT LOT NUMBER EXP. DATE WEIGHT/VOLUME
"”/"(ﬁo ;04»;,_//?/ ,,/;.”, ! 3079534 ’:5#/5"/ 252 3$/Z/"
4

\_ﬁ% o t,
|

Deionized H,0 Volume: 7 Dispensed In: 5” < FA S /é S
Volume per Container: __~~—77F ~ (5 Date Autoclaved: Z £ ///a

%::Dw;b ’Otganiam ATCC# Results Incubator # 'l'cmpmm °c InitialvDate Read
T~ Escherichiacoll 11229 /

M 6538 /
Serratia marcescens T W /
Klebsiella pnewnoniae { 10031 \/\

Pseudomonas aeruginosa 9027 !

Staphylococcus epidermidis | 12228 ! al24 P‘%\

—
/ \
Qo B0 [ (Hnaetvbit)

r!aumm T Bn%%;w d53s5| +1 + | YaTe; 5%42°C  |g|ziloo To

7/ < /oo | Negative Contol WA | =/ — {TF3.2/2 Jo X 2| s F/njs
pH of Media: ___ /- Autociave No.: @ //( 3 Biological Indicator (BD) - Lot No.: 52 — 3/¢>
BI Read By: __AAC\L%\VQ)V o't Date Read: 1 192] 00 Resuits: N
" Rejected By/Reason: Date: ___AJF
Accepted By: Oz- VW lDJQ///LM Date: __9/20 [ 0O
Reviewed B&: @M 0;9:(;-4 Date: __09-20 -0

% Nolice: Pmpnctary Information - Not for Publication.
Confidential/proprietary informatign of BioScience tories, Inc., is contained here in and may hot be dxsclosed, used, made available, duphcnted,
or distributed without its prior Failaire to observe this may result in Liability for any and Losses resulting therefrom.

. © iwyng!ﬂ 19;,6 by BioScience Laboratories, Inc. - EF F E C J Il:o;.nllgo 91-1630123

Luppliment ‘
Y W‘M W,Jm 4/ 20/d0 Slo o




AGQCLUMIL __ i MAC & 4 oy o~

C TS | o Pageﬂ_nf_a__

5 ¢ Protocol No. _Co0( >
MEDIA PRODUCTION AND GROWI'H TESTING DATA SHEET

Date; 4/714(/‘0 Media Type: /l((’/éj /%(A 74/1. /% P :"‘;a//éz'ﬁ"ax

Lot Number: /A0 z@' 207%  Expiration Date: é/7/@ Prepared by: _o—

Haxlle //7»«'1&% /4:? 192¢ 57X A4 /3//Y <
Ve v trse. 1079473 | 8/19/ie7.55 /a

D;‘((n
/ZZJfro

=G/ 7
]

—

Deionized H0 Volume: __/5~ & - Dispensedln:____ ¥ ~ /¢ F /e sks
Volume per Container: _ ™~ §27%,.[s Date Autoclaved: é,A// e
lntalsate Organism ATCCH# | Results Tocubator # Temperature _:: InitialsDate n:aj

l Escherichta colt ] 11229 / ] '
" M 6538 / "
|

e
Serratta marcescens !
‘ Klebsiella pneumoniae - © 10031 \ - : ‘"
" Pseudomonas aeruginasa 9627 W —"

{
" " | Staphylococcus epidermidis | 12228 / I M —
! \\

"t,enqloo@ o nLlunzad 1335320 + 1 | quot | 35°42°C | Llibloo pon

" /2 /o | Negative Cantrols N/A —/ —1 53742 3stox ,_cée ém,
7(;\ Autoclave No.: 2 / /¢ 3 Biological Indicator (BI) - Lot No.: 24 "3/

em—

Rejected By/Reason: Date: UA

Accepted By: w_aw PMWA pate:_ l24/2)
" Reviewed By: (\A/), M%Qﬂ/’l 000 pae: _(2/29/00

Notice: Proprietary Information - Not for Publication.
Confidential/propri of BioScience Laborataries, Inc,, is contained here in and may not be d:sclosed, used. made avulable, duphatecL

‘or distributed without ity/prior consent. Failure to observe this may "5"“ in Ltabxlny for HT me No. 91.L.003
© Copyright 1996 by BloSclence Laboratories, Inc. T V g Rev. 10 05/99

*W 6 UJM %‘d snac lasl¥aA f\,\lf\n

pH of Media:
BIRead By: —~—— C—=——1"C_ DateRead: 6/ 9 /s> Results:




/T

N
M “OA’ 002725 Protocol No.
MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET
\ :
MediaType: LS

Date: '7// 3/

*'Page Qo _of 2|

0Ol DD

Expiration Date:

LotNumber Pg5oo 1oy 3D

/-o/ /'3{/«» Prepared by: __ s~

~LOTNUMBER | EXP DATE | WEIGHT/VOLUME
g50010 T 1fisfe | 12 Spoe |
N A 94‘ S o e u

\MA-’/! )/U'o

—=

f——

—~—

- - l
W—_“—L——g—_g
‘Deionized H,0 Volume: G < DispensedIn: ___ /2 = /¢ fasks
Volume per Container: __ "~ % 3 3~(s Date Autoclaved: 7// }/m»
Organism ATCC # Results Incubator # Temperatre *C Immh/Dzu: Read
Escherichia coll 11229 ! l
Wococcmaumu 6538 ! "
WM 14756 / "
Klebsiella pnewononiae N ~10031 U jl
I =y Sy . N
" | Staphylococcus epidermidis | *12228 A A 1,
| / ~1 I
/ \ "
/ \\ |
| " Negative Controls N/A / _ ___l. —

pH of Media: ___2¢ 5 Autoclave No.: __ 7/ 3 Biological Indicator BI) - LotNo.:_ =24~ 3 »
s e —_——

BI Read By: Date Read: 7/ ¢ S /<2 Results:

Rejected By/Reason: N M( Date:

AcccptedBy'Jf QA X OB'VAA/\»V\ Date; __1 ‘ \ﬂ 0D

Reviewed By: mm ‘D@ naLly Dae: __H 18/00
Notice: Proprictary Information - Not for Publication.

Confidential/proprietary infc clmcelabomxona.Inc.,gcomamedhmmmdmaynmbedsdosed,used,mdeandablqdnphw&

or distributed withou: its prior oomcnx. Failure to observe this may result in Liability for e 1.1, 003

© Copyright 1996 by BioScience Laboratories, Inc.

e oo OV

EEEECTIVE o o

Rev. 10 05199



Addendum Ul Date 9 /3 1/ 0%

Page 3| of Q|
Protocol No. ___ 2000 2
. MEDIA PRODUCTION AND GROWTH TESTING DATA SHEET
Date: %“ (*’/UD Media Type: /ﬁS
Lot Number; £45 001/ E Expiration Date: L / 1 (a/ (2o Prepared by: 2~
, PRODUCT | LOTNUMBER | EXP.DATE | WEIGHT/VOLUME
I 5l L /)39 Shol 40/»\/&%% Pl hacl 111 fow /¢ .//0 L
Bs LT Detomived Loady nA e 1 9¢ LJroc
{
‘ — <] }e, 2 : "
i 7
Deionized H,0 Volume: ____7¢- Dispensed In: [ 2 = (eFlesks
Volume per Container: __ "% 3 > /5 Date Autoclaved: ?/ /e / [
Initials/Dato Organism ATCCH |  Renilts Incubator # Temperature *C InitialvDate Read 1,
Tncubated _
T~ | Echerichia cali 11229 ! "
Sta aureus 6538 /
Serratia mmbn\ 14756 /

T~

Klebsiella pneumoniae \790{ / ‘ "
| Pseudamonas aeruginasa 9027 \l\ -"

T —
Staphylococcus epidermidis | “12228 /. \LI/\ . 1'

/ N%ﬁ/ oD "

e Negative Controls N/A /

pH of Media: % f Autoclave No.: Q au 2 Biological Indicator (BI) - Lot No.: fé A

BIRead By ~——— . <= DucRead: _5//8// Resuits: —

Rejected By/Reason: A A Date: L4

Accepted By: )QJ’\VLCU Date: KR118[00

Reviewed By: ﬂk/’ Date: ! 72’, oo

Notice: Proprietary Information - Not for Publication.

Confidentialiproprietary i on of BioSdience Laboratories, Inc., is contained here in and may not be disclosed, used, made available, duplicated,

- or distributed without its Failure to observe this may mﬂﬂt in Llabxlxty for any vdangd and Losses resu Fﬁxa'eﬁom.m | Lo03

© Copyright 1996 by BioSci Lnboralon&s Inc. Rev. 10 05/99
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ADDENDUM IV

Minimum Inhibitory Concentration Evaluation
- Inoculum Population Data Sheets for MIC (Form No. 96-L-019)
- Minimum Inhibitory Concentration Evaluation Forms (Form No. 93-L-030)




-
Addendum |\ Date qQral1oe
Page  \ of (pQ

Protocol No. _000622

INOCULUM POPULATION DATA SH‘Eﬁ'_FOR MIC
Sponsor: _Lonza, Inc. Performed By: lan M (4.\_, Date: 08 /15 /00

Organism/ATCC# Dilution Plate Counts Average | Average | Population Initials/D#te
10° Colony | CFUs/ml | per Tubes
A B c Count CFUs/ml
A. baumannii -3 TN | Tt I NIA _-]l Cou;tcd By:
ATCC #19606 4 gwpl s | Date:
s 1372 lys |V H.00 | 410 x1?| 2.050110" ‘?00_0
Acinetobacter spp. -3 Jyt | Jvi | NIA Counted By:
BSLI #061700Ab6 -4 | | DateL:‘ :
_3 5;.3 /7 )l( bS.00 b-s*o;uob 3.25oxro" B 790
ogenes & 3 | ¥ %Nl WA | N/a | WA |l comeay:
ATCC #19615 -4 X B | ' Dat/:
.5 X | x L %1200
S. pyogenes -3 T (7o | NJA Cou d/ By:
BsLisoosonspy0 | -4 (222 (202 | | | 212,00 2.00107 1 0eowiD” Dat:%.o"
s )y 127 { %
S. pneumoniae -3 T lont | NJA " Cou‘n\ted By:
BSLI HO620Spue 4 |7an up & Date'/) »
-5 7Y | 7Y AY.co 1 7.4ox(0 | 3. ToxiD J,
" C. albicans -3 TR\ T | NIA Couzl'led By:
ATCC #10231 -4 \7ma Laa | Date:
| - 90 132 v Izg.op 3,550y 100 1azoxo] ¥77°°°
g e Y%WSM il be 'Qggxf;u&\n“ge? "Téllelx‘a?CoFUs/nﬂ) Average CFUs/ml XOC;;;{“;'/‘::] ;‘/’l\:"j "‘f‘-z >
2 L MiewngSa S a1y 90
Recorded By: . Date: T ’/X 00
Calculated By: / M Date: gj 3 ) 0o
Reviewed By: \’L\)}l\l—\ /m ) (QJA/V(LM Date: &la1{20
Approved By T Date: ?/ 7%0
\
___ Notice: Proprictary Informaion - Not for Publication. ot ote
C Copyright 1996 by BioScience Laboratories, Inc. i ‘}'i:; 'nlu ,‘.—;2,,;7




Addendum 1Y Dae % /21/ o0
Page_d  of [pQ

Protocol No. _000622

INOCULUM POPULA%]ON DATA SHEE:z FOR MIC
Sponsor: _Lonza, Inc. Performed By: { e M %w L Date: 08 /15 /00

|

Approved By:

Czm e

\

Notice: Proprietary information - Not for Publication.
© Copyright 1996 by BioScience Laboratories, Iac.

Organism/ATCC# | Dilution Plate Counts F-Average Average | Population | Initials/Date l :
10 Colony | CFUs/ml | per Tubes ,
f A B C | Count CFUsm! | I
"_ C. albicans -3 Tap 7z | NJA Coupted By:
| BSLI #040400Cal -4 Gwp jwn : . D%tiz/} .
S 1Y 1Y) L 1dp.So_lyexidlz200m0 || 2
C. tropicalis. -3 TR jal | N/A Counted By
ATCC#750 -4 |12YF \ZsY 251,00 |2.510410'] 1.2 Dif?"
-5 JF 123 / f/n/oo
C. tropicalis -3 7 oA | NJA Counted By:
BSLI#121799Ct -4 7w Uun l Date:
| s 1Y 157 | L lsv.oo |zeowc 2500107 77
I S. marcescens -3 TAOL | Jugt | NIA Cou{t:cd By:
IL ATCC #14756 -4 T A 4D%c;:/ 500
l[ -5 132 137 L3450 |3.49ud [71250x10
“ S. marcescens -3 TAn 7 | N/A | Cou;:lted By:
" BSLI #060700Sm3 -4 /Y /35 140.5D |1.4ss0I (¥ 3.02600]| Date:
| s gyl L i
M. luteus -3 Tl v | N/A ~ Counted By:
ATCC #7468 -4 )52 \|/y2 147.00 |(.470%107 F.250x10 Dag“,oo
| s lus o
, Population per Tube (CFUs/ml) = &/gr_age_z(l_U_sﬁg
Recorded By: %L o Date: ?//j < O
Calculated By: /'&«,C ﬂ,c)'{/—L . Date: gjl X’) 00
Reviewed By: (\ Q:\})‘?}/V) ‘DOJ’\MM Date: 8/ A1 I 00

Date: ,7// 57(4)

Rev. 1 06197



Addendum_J  Date 4 /@1 /60

Page_2>  of( 02

Protocol No. 000622

\

Notice: Proprietary Information - Not for Publication.

Criomno | nlsnenturian 1

~ sreirrhe 1OOL by D25
T Copyright ¢ by BicScience LavOrawonics, aic,

4

Organism/ATCC# Dilution Plate Counts Average | Average | Population lnitials/Déte‘l'
10° Colony | CFUs/ml | per Tubes
A B C Count CFUs/mi
Micrecoceus spp. -3 fv 17 | N/A Counted By:
BSLI #060700Ms8 -4 TA A ) s leloo l Date)
' gl17(e0
E. cloacae -3 T, L Jut | NJA Couz:ted By:
ATCC #13047 4 an || Date:
. PO
_ s 139136 | b 136 o0 s.coud! 1100|572
k Enterobacter spp. -3 T ot | NJA Counted By:
BSLI #121799Eci1 -4 T Lo i Dgtt:;
b 1{e0
| -5 135S 133 V340 34010 || T0xID" n sl
": , l Cgunted By:
. / Date:
/ B
o
, e $\\‘ﬁ/ Counted By:
k
" V l Date:
i -
P / “ Counted By:
" / Date;
—
P |
Population per Tube (CFUs/mi) = Average CFUs/ml
7 2 .
e
L2 -
Recorded By: " Date: T/E-SD
N
Calculated By: fhﬂ{}p@m’( I Date: g/ (g’ i)
’\ v
.Reviewed By: — H—\Q\J\}W (D(Q/j/t éW Date: El21 / o0
Approved By: e Date: ﬁ/ VZ@
7

J

N
Form N, ©

Rev. 1



Sponsor; 1onza, Inc.

Addendum W Date U/ 2{/ 0o

Page 4 of (,2

Protocol No. 000622

Date: 08 /16 /00

Organism/ATCC# Dilution Plate Counts Average | Average | Popuiation Initia]s/Dafe
10° Colony | CFUs/ml | per Tubes
A B C Count CFUs/ml
[ B. fragilis -3 TNYTZ TR | /A _ Counted By:
ATCC #25285 -4 216 | w3 {29.50 i.S‘isonloﬁ ' Qmswog Date: k2
-5 Yo |2¢ % l2iloo
B. fragilis -3 |TNTL| TN Counted By:
BSLI #060700B2 -4 a9 | 159 174. 00 |{790 no" 8950 x)D° || Date:
s |93 | 2% glalow
E. faecalis -3 T2 (TR Counted By:
ATCC #29212 -4 A5, (325 Datf:] , “ :
-5 29 | 256 33.0D 3.20%00‘1 1.(,cv~l0’° ¥ (g 00
E. faecalis -3 TNTZ | TNTL Counted By:
BSLI #121699Efs1 -4 et o Dat:
-5 LS | 55 Lo.oD b‘mx'b’o 3.ooxn>’° Yrgor
E. faecium -3 TNTZ IToTL Counted By:
ATCC #19434 -4 Tz | TNTL Date‘/:l
" -5 2%9 | 383 296 .00 1."4Lb‘¢|6* |.qabx\bq Ty oo
IL E. faecium -3 TN | TNTL , Couz\lted By:
BSLI #061700Efin] -4 119 [1L7 (80.5011.8050XI0 4. v250 16| Date: (f';”
-5 19 | |5 / v

Population per Tube (CFUs/ml) = Average CFUs/ml

2 .
Recorded By: Date:
Calculated By: o Date:
Reviewed By: / Date:
- \ Y ,
Approved By: Date:
\
Notice: Proprictary Information - Not for Publication.
O Copymight 1996 by BicScience Laboratories, Iic.

Z/Ix/vv §i21lov

T

8’)!816’0 gl21lvy

-

[ /,;zaloo‘

%5;74;?/



Addendum_D1Y.  Date ©{/ 2l /606

Page 5 of (gg

Protocol No. _000622

Sponsor: Lonza, Inc,

Organism/ATCC# | Dilution Plate Counts Average | Average | Population | Initials/Date
10 Colony | CFUs/ml | per Tubes
A B C Count CFUs/ml
|L E. coli -3 W |7 KA “ Counted By: 1
ATCC #11229 -4 TN T Date{:/‘
-5 b oY | 110 50 | },(85 W10 G.S’léorlbb $ A5
IL E. coli | -3 TNR- | TN~ Counted By:
BSLI #010500Ec8 -4 1S |29 }22.00 1.22wll} b 1oMID° Date:
.5 | -5 (9 £ rg e
E. coli -3 [TNTZ [7OT Counted By:
ATCC #25922 -4 1287 | )9S 20l. 00 agwﬂ)‘ L m,suo Date:
51 12% 29 G170
E. coli -3 THIL I TNTL Counted By:
BSLI #010500Ec6 -4 IL» {170 Wb .So 1 LSy 0 .325; i 0 Date:
l s 115 | aa B/qo
K. oxytoca -3 TN | T 115X 'Ds Counted By:
h ATCC #43165 -4 b2 | 1LO L3.50 |1.b350¥ l‘g STy Dat:
-5 1% )5 @-ﬁ s—ns;av ‘? mmwF“ 3159
K. oxytoca -3 TNTC | TANTL Counted By:
BSLI #060700K06 -4 1€ l1s {21 5D 120501000, 675%10" Dat:: '
ﬂ -5 15114 v §/z700

Population per Tube (CFUs/ml) = Average CF Us/ml

2
17\— Date: 8/ / g / &)
Calculated By: {/\L’:’J\ — Date: g ” § / o0

Reviewed By: bﬂmm/ Lg,l " pate:_8[35(00

Approved By: D Date: ?é’ <,/ / )

Recorded By:

<

\ Y
Notice: Propriétary Information - Not for Publication.

R s DinCalarens | b Yo Crveves Wi O 10
< Cufi_yﬂgh: 1986 Uy BisScicnce Laboratornies, Inc. . 1O N0, SU=L~Ut>
Rev. 1 06197




Addendum ) Date U/ 1/ oo
Page (p of (e

Protocol No. _000622

Sponsor: Lonza, Inc.

Date: 08 /16 /00

T === = = =
Organism/ATCC# Dilution Plate Counts Average | Average | Population lnmals/Da
10° . Colony | CFUs/mi | per Tubes
A B C Count CFUs/ml
K. pneumoniae -3 TNTZ | TNTL: N/A Counted By:
b IS
ATCC #11296 -4 219 | 220 2i4.50 |2,14950x1D 1-0"')7€x:o“ Date:
- T /g
-5 35 |35 ¢
K. preumoniae -3 TRNTL [INT Counted By:
k 5 A
BSLI #040400Kpn12 -4 120 124 12352 |1 550 %10] {, LOXD || Date:
" s 7 | 19 T/ f oo
' n P. mirabilis * -3 % % ¥ ¥ kel Counted By:
£
ATCC #7002 -4 [ 0 Date:
-5 O ° 3 Jo0
4 3
S. pneumoniae -3 l@ |71 11.50 1.{50%1D] 5.750x0 Couzlied_By:
ATCC #6303 -4 2 e} Date:
¥ /fo0
" -5 | O ~ i
o 'T‘L‘l/‘ /
WY paaer—
,// Counted By:
// ” Date:

X Wil e Aulesked due o .
o i (et iuseulaled ), Population per Tube (CFUs/ml) = Average CFUs/ml

T gl 18jvo 2

. i r\
Recorded By: 27 Date:
VA
Calculated B }1/ N Date:
Reviewed By . lb Date:
Approved By Date:
\

Notice: Proprictary Information - Not for Publication.

C Copyright 1996 by BicScicnce Laboratorics, Inc

/?/zn)
X]/f{/zsz)

blazaloo

74 5:74/5 '
J

Eowrs N O T NN
LUV, UL~ T
ev. 1 06/97



Addendum /_1)4.7 Date U / 21/ co
Page 7 of (p3

Protocol No. 000622

Sponsor;_ Lonza, Inc.

Organism/ATCC# Dilution Plate Counts Average | Average | Population lnitials/Daie
100 Colony | CFUs/ml | per Tubes
A B Y Count CFUs/ml
P. mirabilis -3 . TNTC | Taae }J/IA Counted By:
BSLI #062900Pm1 -4 WTe.  [Tnte 1’ Date
) 42 Ho | 4100 |diooxio® |2.050 xio” {l} 8 21[00
P. aeruginosa -3 [TNTC | 1NTe Coumed By:
ATCC #27853 -4 e [TNTe 4 Date:
-5 325 3y 34,50 ‘5.#50,,9‘ i,‘[Lleo 8}21/0\1
P. aeruginosa -3 INTC | TNIC e Counted By:
P W A auJ
BSLI #040400Pa8 -4 158 59 $8.50 _|5.850%e ] 2, G250 P Date:
-5 6 9 Q/ ZZ(m
" P. aeruginosa -3 TNTC | Tte Counted By:
" BSLI #040400Pa9 -4 s 13,00 1y gioxio® | b, 5508 Datf:d
s o | &l22foy
" S. aureus o 3 IWTC  (TMmtC I Counted By:
" ATCC #2;213 -4 s | 2 2450 | 2145%00° |1.0115 xs0° Date?{
" -5 175 [ 3 i 8 /22 fer
" S. aureus -3 W | Tve l[ Counted By:
BSLI #040400Sa4 -4 182 |16 11280 |18 xie” |8.625x10° " Date
s o lwn ol [ | Bl

Population per Tube (CFUs/ml) = Average CFUs/ml
2 :

Recorded By: Mu—_()—— Date: gj 2 Z/ oo

Cateutated By: _ (0. (Je o pate: __B/23/k0
Reviewed By: \]/\4/)/‘} )7 @ 0N W/LM Dae: ___2 [R5[00
Approved By: ﬂr\ Mf)ﬁs{:{/ Date: )
4 e —
Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc. Form No. 96-1.-019
~Rev. 1 06/97




Sponsor:_ Lonza, inc.

Addendum T3/ Date A /3( /oo
Page §  of (4,2

Protocol No. 000622

Date: 08 /17 /00

/ T
Organist/ATCC# Dilution Plate Counts Average | Average | Population | Initials/Dafe
10® Colony | CFUs/ml | per Tubes
A B Count CFUs/m}
S. aureus -3 TN | TNte | Ma Cougtsd By:
BSLI #040400S25 -4 |wie | Tex Date:
-5 |4 | gs 45,00 | d.poud |250 w0 || 8122
S. epidermidis -3 TNTC | Tt Counted By:
isld Py l’ﬂm 8
BSLI #061700S¢13 -4 6o | T4 Llos  |bidsowo |3, 350ys0° || Date:
" -5 G 5 S/Z[/ (2=
S. haemolyticus -3 i1 A69 J Courged By:
N
ATCC #29970 -4 4% | L2 5250|5250 08" | 2,425 w65 || Date:
-5 ® |5 8f22/00
S. haemolyticus -3 TTC. | T Counted By:
) 84
BSLI #061700Sha5 -4 19 |17 78.06 | 1.800,4¢ 3,900 %0° || Date:
: 2Zf
-5 1 2] 6f / .
S. hominis -3 47 | ey 155,50 hsgs x:og 1115 ’oi( Counted By:
- iy
ATCC #27844 -4 2t 17 ng‘
-5 L2 I Bizzfoc
. I S. hominis -3 TNTC | TNTC " Cogr\n}ed By:
“ BSLI #060700Sho4 -4 2%% YhI) 724d4.0b 'Ll-lqoncé 1,220 ma " Date:
" 8fz2fo>
-5 21 2z

Population per Tube (CFUs/ml) =

Recorded By: M«\

Calculated By: “‘lgj~(_)°'( )A—...

Reviewed By:

Apprdved By:

1WMDMMM

Average CFUs/ml
_ 2 '

Date: 8/22_/ 0o
Date: B/Z}/OO
Date:

Date:

\

Notice: Propriétary Information - Not for Publication.
€ Copyright 1996 by BioScicnce Laboratories, Inc.

8125|100

9]2¢lom

/

Form No. 96:L.-019
06/97

Rev. 1




Addendum HZ Date_7 /pl /oo

Page 9

of[#&

Protocol No. 000622

INOCULUM POPULAION DATA SHEET.FOR MIC

")

Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc.

Sponsor: Lonaz, Inc. Performed By: V///\ /4 %ﬂ) ”} Date: 08 /17 /00
Organism/ATCC# Dilution Plate Counts Average | Average | Population lnitials/Dafe
10® Colony | CFUs/ml | per Tubes .
A B C Count CFUs/mi
S. saprophyticus -3 e [ Tete [N l Iy j, Counted By:
ATCC #15305 -4 |9 | 8y 81500 |&1501c° |y 3150 Da
-5 5 q g IZ—Z/QD
S. saprophyticus -3 259 24| 2-({0. o0 2400 XIOS 1.200 X IOS Counted By:
BSLI #060700Ss3 -4 72 35 DatgzN
-5 8 Y 8 /22/00
" H. influenzae @ -3 TNIC | TATC Coulné%d By:
ATCC#19418 -4 e | TVC Date:
[¢hE) -5 Ldde 12y 41b.00 |4 jtoxto! 3 oo xc? | Blea{os
',_ H mﬁuenzae -3 vTC [TNTC Counted By:
1 BsLi vos2900mi9 -4 e v Date:
| (ened S N8 1335 1 b 131100 37040 | 1,525 po! 8/2%(c0
" /—Em’ A 5/2{10' " Counted By:
lk /// .Date: |
—
— —-—-——"“"' N/A A / ZZ!&) Counted By:
— | Date:
C-ﬁ)[g“?an «sms sk alogladel on MHAD | No gtk was therrned T @1 e araa.nls"w\
BN lQhaua Population per Tube (CFUs/ml) = Average CFUs/m]
e (=3,~4,0v -5). T2 e[z2lov 2
Recorded By: e Date: S / 22 / 0o
Calculated By: \g/t,_ / llL\ Date: g / Z 3/ go
Reviewed By: M)/W D (\ /\ Ny U Date: 2 [25/00
Approved By: t_/ Date: € l 2% , 4]

/

Form No. 96-1L-019

Rev.

1 06/97



Addendum A Date ® /2] /oo
Page |& of 2

Protocol No. 000622

MIC
Sponsor:_ Lonza, Inc. Performed By: 4 ¢ /} )//Z . Date: 08 /18 /00
| / A |
Organism/ATCC# Dilution Plate Counts Average | Average | Population lnitials/Déte ’
10° Colony | CFUs/ml | per Tubes ,
A B & Count CFUs/m! ‘
. S aureus -3 et [ToR | N/A Counted By:
12 T )
ATCC #6538 -4 111 7 1760 l-’nc)qo" 8.950+10" ]| Date:
-5 % g | | ¢ l2loo
P. aeruginosa -3 I [INTL _ : Counted By: .
)
ATCC#15442 -4 15 (AL -15.50  [7.950%103.7750%10 || Date:
-5 b | Y4 $luleo
S. epidermidis -3 TNTZ TN L Counted By:
27 b '
ATCC #12228 -4 2LO "‘gg 263,50 [2.L35> lDb L. 31T540 | Date:
=AYl PPN
“ Count
"
I //
_ L\Q\\& Counted By:
.39
. ! P‘/ Date:
- -
/k ' Counted By:
/
/ Date:

Population per Tube (CFUs/ml) = Average CFUs/ml

2
Recorded By: m&(}z&' — Date: £ ]}1 Lo
Voss
Calculated By: ru({-‘ - Date: 8" 2160
Reviewed By: / \ 0 I/W D(O/}/UM Date: 6 L&a‘ 00
Approved.B.y: \_’l\/ = Date: % ,[///4/ '
/

\

Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc. ) Formi No. 96-1.-C19
Rev. 1 06/97



Addendum T/ _Date S /g( /oo

Page W of (, D

Protocol No. ___ 000622

—— e e

Organism/ATCC# Dilution Plate Counts Average | Average | Population lnitialﬁ/Daie

10°P Colony | CFUs/m! | per Tubes

A B C Count CFUs/m}
" _P. mirabilis -3 Ta e fade Na Counted By:
ATCCH 7002 ~4 b Pt | Datf /

™ 3 - d
Creves) C‘A—\'v)‘l-ts’-m -5 "'2‘:—'_"‘;;"//-—%5--5 34‘00 3,400 MO" hlso xed "

S. mgenes@ -3 e Ly A /A N/A N/a N/a Counted By:
ATCC# 19615 -4 * A4
e

Lrgfes{ddad ym| -5

Qaipo
\ -3 1 Counted By:

-4 Date:
\\ . -5

" -3 " Counted By:

-4 / Date:
. &
- RS
-3 : 75 st Counted By: “
) ) vlq -
-4 Date:
s N
-3 \ Counted By:
-4 Date:
-5
¥ ok (ou.dcc] Jdue o Ccl\,kmiﬂﬁJFO' e 9 Seco x
@O witise ~lethed dug bo Population pér Tube (CFUs/ml) = Average CFUs/ml
Conbnninahion . "’ ’ 2 ’
a1y - o0 : // /e /
Recorded By: VAL / Date: 7 S-oo

)
Calculated By: {/, Cotr— Date: _7/4/0¢
Reviewed By: /\ f ‘\6 Date: C9-15- 0D

Approved By: =Tl , Date: // < / o)
\

\

Noucc Proprictary Information - Not for Publication,
o nns 1 nbe~en,

o 3 .03
T Copyright 1995 by BiocScience L.auuanl ics, inc.




Addendum _T/ Date_S( /2| al jce
Page {3  of (;Q

Protocol No.
—s

INOCULUM POPULAT?N DziA S;!EET FOR MIC
Sponsor: Lonza, Inc. Performed By: / fom A ’ Date:_09 /08/ 00

Organism/ATCC# Dilution "~ Plate Counts Average | Average | Population Initiais/Date
10° Colony | CFUs/ml |- per Tubes

A B c Count CFUs/m!

"I S. pyogenes -3 dnye | Bide | ngA Countzfy:

ATCC # 19615 -4 tabe | dnte \ Date:
" (rekd dabaYose 5 4r 40 | v Y4p.50 ‘-{.oswn: z. ozgo,‘,‘f' G12:20
"\ -3 rCounted By:
" -4 Date:

IL -4 L b Date:

IL -3 \ ' Counted By: ”

-3 & Counted By:

-4 T Date:
" -5 o h
" -3 ' ™ Counted By:
" -4 Date:

lﬁ : —
P |

j Population per Tube (CFUs/ml) = Average CFUs/m

2
m Date: 0I-IZ-oo
Calculated By: U ‘\J\ @ Date:_9-12:00
Reviewed By: /{?\’ (; Date: ¢4 j i5/co
Approved By: \-(\ A//C%' | . Date: 7/ // 5/7/’?)
/

\

Recorded By:

Notice: Proprietary Information - Not for Publication. o .

o0, Torree Al 1 N
b - b L 1% -
C Cup)upu 1596 vy Blso\.n.uw A..awnmuubb, Hiv LOT NG, Jum~viy
Rev. } 06/97




Addendum L Date ©{/2) /o0
Page |3 of (2

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_4. baumannii _ATCC #19606 ___ Population per Tube(CFU’s/mL); 2. .6S0 x/D
Date lnoculatedllnitials:‘a\]ﬁ lISD U Date Read/Initials: 12 %]l_(glo'b Incubation time (hrs); _ 30. O

Positive Control: __ ¥ Negative Control: __—

Product : : Product Description ' » ‘"
Dilution
Product: #1, 5% (w/v) {Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  Lot#:N/A , Lot#: N/A Lot#: N/A "
Run 1 Run2 Runl | Run2 Runt Run 2 Run 1 Run 2 |
[ 1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 X ¥ N/A N/A N/A N/A N/A N/A "
1:8 * " N/A N/A N/A N/A N/A N/A “
IL 1:16 * X NA | NA N/A N/A N/A N/A
I o1 A X N/A N/A N/A N/A N/A N/A
1:64 % X N/A N/A N/A N/A N/A N/A
t 1:128 * % N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - - N/A N/A N/A N/A N/A N/A
h: 1:2,048 — - N/A N/A N/A N/A N/A N/A
1:4,096 +~ + N/A N/A N/A N/A N/A N/A
1:8,192 4 + N/A N/A N/A N/A N/A N/A
1:16,384 4 + N/A N/A N/A N/A N/A N/A "
1:32,768 1 + N/A N/A N/A N/A N/A N/A ]l
1:65,536 4 + N/A N/A N/A N/A N/A N/A I
l é&n\:’e‘:;gr; R 2’0 4‘8 N/A N/A N/A l
(+) Growth  (-) No Growth * Not able 1o read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND= Not+ D T= shelew 2
Recorded By: y d-c./ Date: gl )b} I®)

L

Approved B&: .\’ [ l fz 2 ‘ 21 ! _f_ uﬂ Date: B/l ,00

\ J

Notice: Proprietary Information - Not for Publication.
: s - . 0O 3T NN
<G ViR 1990 Uy DIOSCIIICE LADOTRIONES, e, Foiti o, 23-1.-030

Rev. 5 07199




Addendum ) Date A /3l /po

Page jy of (2
Protacol No.__000622
MINIMUM INHIBITORY CONCENTRATION EVALUATION
Microorganism: Acinetobacter spp. BSLI # 061700Ab6_Population per Tube(CFU’s/mL): _3.250¥ 1D

, (paurmannif )
Date Inoculated/Initials: 2[i5/on &y Date Read/Initials: ng’l(ol o0 Incubation time (hrs):

A0, 0

Positive Control: _t=  Negative Control: _—

Product Product Description
Dilution Product: #1, 5% (w/v) |Product: N/A - Product: N/A
Lot#: TRCS #100037  |Lot#:N/A Lot#: N/A
Run ! Run 2 Runl _ Run 2 Run1 Run2
1:2 ND N D N/A N/A N/A N/A
1:4 * ¥+ N/A N/A N/A N/A
1:8 X ¥ N/A N/A N/A N/A
1:16 * x N/A N/A N/A N/A N/A N/A
1:32 * ¥ N/A N/A N/A NA NA N/A
1:64 Al % N/A N/A N/A N/A N/A N/A “
1128 N A N/A N/A N/A N/A N/A N/A
" 1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - N/A N/A N/A N/A N/A N/A
" 1:2,048 - - N/A N/A N/A N/A N/A . N/A
“ 1:4,096 - - N/A N/A N/A N/A N/A N/A
" 1:8,192 — - N/A N/A N/A NA | Na N/A
" 1:16,384 L + N/A N/A N/A N/A N/A N/A
“ 1:32,768 + + N/A N/A N/A N/A N/A N/A
l 1:65,536 4 + N/A N/A N/A N/A N/A N/A
&\;;rzignet ‘ . %I ' q 2 N/A N/A N/A
(+) Growth  (~) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND= Mot Dope TR l1VIeD g
Recorded By: Date: g‘/ lb l o

Approved By:

M’DOW Date: 8};3]00

A
v

el amen i Vol enb i Ve

DUTBILUNES, I,

\

Notice: Proprietary Information - Not for Publication.
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Addendum ﬂ Date_ 9 /21/0D
" Page |‘ B _off,2
Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

: . ]
Microorganism:_B. fragilis __ATCC#25285 _Population per Tube(CFU’s/mL):_4.4150 x|0
Date Inoculated/Initials: .~ Date Read/Initials: T% S'I 1% luo, Incubation time (hrs):__ 49 .S 0

Positive Control: i Negative Control:

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 [Lot#:N/A “[Lot#: N/A Lot#: N/A
Run 1 Run 2 1 Runl- R_En 2 Run 1 Run2 Run 1
ND N D N/A N/A N/A N/A N/A
X x N/A N/A N/A N/A N/A
X " N/A N/A N/A N/A N/A
X X N/A N/A N/A N/A N/A
1:32 4 ¥ N/A N/A N/A N/A N/A
1:64 * ¥ N/A N/A N/A N/A N/A
1:128 * ¥ N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
IL 1:512 - - N/A N/A N/A N/A N/A N/A J|
1:1024 -~ - N/A N/A N/A N/A N/A N/A H
1:2,048 - - N/A N/A N/A N/A N/A - N/A “
1:4,096 + + N/A N/A N/A N/A N/A N/A {I
1:8,192 + + N/A N/A N/A N/A N/A N/A '
| 1:16,384 + S N/A N/A N/A N/A N/A N/A
1:32,768 + 4 N/A N/A N/A N/A N/A N/A
1:65,536 + 4 N/A N/A N/A ‘N/A N/A N/A
Average N/A N/A N/A ]
Endpoint l . 7—,0 4%
(+) Growth  (-)No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)

ND= Not Dowe I e 2
Recorded ;yD @WL Date: _ﬂ , 1§ / sxa
/))/'VY] D&O !/u/{w Date: ﬁl = 3! 00

"7{/

Approved By:

\ /

Notice: Proprietary Information - Not for Publication.
T Copyrighit 1996 by BioScience Laborstories, Inc. ) Form No. 83-1-030
Rev. 5 07/99




Addendum U Date ¥ /21/00

Page {ip of (42

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION .

g
Microorganism:_B. fragilis ,._BSLI# 060700Bf2 Population per Tube(CFU’s/mL); _%.150 x 10

Date Inoculated/Initials: § Date Read/Initials: T2 3! 1§ J goIncubation time (hrs):__ H2.5 0
Positive Control: + Negative Control: _ — '
Product Product Description ]-,
Dilution
Product: #1, 5% (w/v) {Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
_L_fR“" 1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2
1:2 TN D ND N/A N/A N/A N/A N/A N/A
1:4 X % N/A N/A N/A N/A N/A N/A
"_ 1:8 X ¥ N/A N/A N/A N/A N/A N/A
" 1:16 K * N/A N/A N/A N/A - N/A N/A
" 1:32 * ' N/A N/A N/A N/A N/A N/A
" 1:64 x X N/A N/A N/A N/A N/A N/A
" i:128 * * N/A N/A N/A N/A N/A N/A
" 1:256 - - N/A N/A N/A " N/A N/A N/A
" 1:512 - - N/A N/A N/A N/A N/A N/A "
| 11024 ~ ~ | wa N/A NA | wa | wa Na |
, 1:2,048 - - N/A N/A N/A N/A N/A N/A "
" 1:4,096 - - N/A N/A N/A N/A N/A N/A "
1:8,192 +~ - N/A N/A N/A N/A N/A N/A 1’
1:16,384 N + N/A N/A N/A N/A N/A N/A
" 1:32,768 + + N/A N/A N/A N/A N/A N/A
l 1:65,536 + + N/A N/A N/A N/A N/A N/A !
Average . N/A N/A N/A
Endpoint ‘ . Lﬁ,l ’-I’—{
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND = N+ Dewn glitloo 2
Recorded By: A//LE X ' M/{:_) Date: X / g j 0D
Approved By: (\W m m/\ VLM Date: 6”‘ > l 00
/0 \ ’
. . Notice: Proprietary Information - Not for Publication. - e A Y
& COPYTIRINL 1750 Uy DIDSCIENCE LAVOTEIoNES, iic. rR:v. 'S‘ 222 B’;’/;;




Addendum . Date @ /21 / oo
Page [T of{,2Q

Protocol No.__000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

b
Microorganism: E. cloacae . ATCC# 13047 _ Population per Tube(CFU’s/mL); \ .7 5o xID
Date Inoculated/Initials: _¢ !IS"UDUW Date Read/Initials: T2 glﬂ:l 6 Incubation time (hrs):__ A0, O

Positive Control: _ + Negative Control:  —

Prodn'ct Product Description "
Dilution
Product: #1, 5% (w/v) [Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Loth:N/A Lot#: N/A Lot#: N/A
Run 1 l!_un 2 Run 1 Run 2 Run 1 Run2 Run 1 Run 2
I@ﬁfszg“‘“ NDy N | wa N/A N/A NA N/A N/A
I 1 RS N/A N/A NA | NA N/A N/A
1:8 X % N/A N/A N/A N/A N/A N/A
1:16 x ¥ N/A NA | Na N/A N/A N/A
“ 132 * X N/A N/A N/A N/A N/A N/A l‘
1:64 +* * N/A N/A N/A N/A N/A N/A "
1:128 - X * N/A N/A N/A N/A N/A N/A n
1:256 — - N/A N/A N/A N/A NA | NA 4’
1:512 — - N/A N/A N/A N/A N/A N/A
[ 1:1024 — — | wa N/A N/A N/A N/A N/A
1:2,048 3 + N/A N/A N/A N/A NA N/A
1:4,096 IR + N/A N/A N/A N/A N/A N/A
IL 1:8,192 + + N/A N/A N/A NA | wNA N/A
1:16,384 + + NA | NA N/A N/A N/A N/A ‘
1:32,768 1 + N/A N/A N/A N/A N/A N/A
I 1:65,536 F + N/A N/A N/A NA | NA N/A j
L ;l\:iepr:lg; K ‘, 0244 N/A N/A N/A ]
(+) Growth  (-) No Growth * Not able to read due to product mrbidity Average Endpoint = (Run 1 + Run 2)

2

ND= Mot Done T% 8l1bloo
Recorded By: AI\L p/)ﬂik’ Date: 3 ‘ flo ( o
Approved B‘\;/: k Wm (’DDJVKQ,QQ Date: 6/ 2l IDO

\

Notice: Proprietary Information - Not for Publication.




Addendum Ll Date 9 /2{ /oo
Page (X of (e

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

¢
Microorganism:_Enterobacter spp. BSLI# 121799Ecl1 Population per Tube(CFU’s/mL);_{,7ox D

cloaeqe)
Date Inoculated/Initials: S lop U Date Read/Initials: 1z SluJ oy Incubation time (hrs);_ R0. O '

—

Positive Control: __ 4 Negative Control:

Product Product Description “
Dilution
Product: #1, 5% (w/v) [Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run1l Run 2 1 Run 1 Run 2 Run 1 Run 2 Run 1
; [ 1:2 ND ND N/A N/A N/A N/A
u 1:4 X X N/A N/A N/A N/A N/A N/A
" 1:8 X N/A N/A N/A N/A N/A N/A
[ 116 ¥ * N/A N/A N/A N/A N/A N/A
1:32 *% * N/A N/A N/A N/A N/A N/A
1:64 X x N/A N/A N/A N/A N/A N/A "
1:128 * * N/A N/A N/A N/A N/A N/A “
1:256 - - N/A N/A N/A N/A N/A N/A J
1:512 - - N/A N/A N/A N/A N/A N/A “
1:1024 - - N/A N/A N/A N/A NA | NA J'
1:2,048 - ~ N/A N/A N/A N/A N/A . N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
“ 1:8,192 4 +~ N/A N/A N/A - N/A N/A N/A
n 1:16,384 -+ 4~ N/A N/A N/A N/A N/A N/A "
1:32,768 +— + N/A N/A N/A N/A N/A N/A “
1:65,536 + + N/A N/A N/A N/A N/A N/A I
Average . N/A N/A NA
Endpoint ‘ . Zp 4—6
{+) Growth  {-)No Growth * Na1 able to read due 10 product mrbidity Average Endpoint = {Run | + Run 2) )
NDz Mot Dowt . Ta €llulos 2
L /
Recorded By: Date: 7 l ‘Ll [ ®)]
Approved By: /\m I/DMM@ Date: 8 / 2l l 0D

0 Ay
vy \ }




Addendum ﬁ Date 1 /A /oD
Page [4 of (,2

. Protocol No.__000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

v v
Microorganism:_E, faecalis ATCC#29212 __ Population per Tube(CFU’s/mL):_{. (.0 x |0

Date Inoculated/Initials: % leloo (v Date Read/Initials: glm low TE Incubation time (hrs): Q0. 25

Positive Control: _+ Negative Control: —

Product . Product Description ’ u
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 [Lot#:N/A ‘ Lot#: N/A Lot#: N/A
Run l1 ‘Run2 | Runl Run 2 Run 1 Run 2 1 Run 1 Run 2
1:2 ND ND N/A N/A N/A NA | WA N/A
1:4 b'e ¥ N/A N/A N/A N/A N/A N/A
1:3 % ¥ N/A N/A N/A N/A N/A N/A
1:16 * ' N/A N/A N/A N/A N/A N/A
1:32 * X% N/A N/A N/A N/A N/A N/A
1:64 ¥ * N/A N/A N/A N/A N/A N/A
1:128 % * N/A N/A N/A N/A N/A N/A
1:256 — - N/A N/A N/A N/A N/A N/A jl
1:512 - - N/A N/A N/A N/A N/A N/A "
1:1024 - -~ N/A N/A N/A N/A N/A NA |
1:2,048 - - N/A N/A N/A N/A N/A . NA
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A NA | NA N/A N/A N/A
1:16,384 + A N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A I
1:65,536 + +4 N/A N/A N/A ‘N/A N/A N/A !
]g::;,g,i 1 92 N/A N/A N/A 1
(+) Growth (<) No Growth * Not able to read due to product turbidity Average Endpoint = {Run 1 + Run2)
ND = Mot Do & 8hileo 2
ao’f‘ Date: __ % [ I‘]/ oD

M®MMM Date: 41800

\

7 GmiE




I
Addendam _\/ Date 1/ 9( /o0
Page 3 v of {2

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

b
Microorganism:_E. faecalis __BSLI# 121699Efs1 Population per Tube(CFU’s/mL):_ 360 ¥ 10

Date Inoculated/Initials: $(jy lor, Oy Date Read/Initials: T’Lg}lulw Incubation time (hrs): Jo.25

Positive Control; -+ Negative Control: —

Product Product Description
Dilution ' ‘
Product: #1, 5% (w/v) {Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A ‘ Lot#: N/A Lot#: N/A .
Run | Run2 . Run 1 Run 2 Run 1 "Run2 § Runl Run 2
1:2 N D ND N/A N/A NA | NA N/A N/A
14 % * N/A NA | wa N/A NA | NA
" 1:8 -X- N/A N/A N/A N/A N/A N/A
| 16 " * N/A N/A N/A N/A N/A N/A
“ 1:32 ¥ ¥ " N/A N/A N/A N/A N/A N/A
" 1:64 * x N/A NA N/A N/A N/A N/A
: 1:128 * * N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A "
" 1:512 - - N/A N/A N/A N/A N/A N/A
" 1:1024 -~ - N/A N/A N/A N/A N/A N/A
“ 1:2,048 - - N/A N/A N/A N/A N/A . N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A N/A N/A N/A N/A N/A "
1:16,384 +~ +~ N/A N/A N/A N/A N/A N/A "
r1:32,768 + + N/A N/A N/A N/A N/A N/A "
l 1:65,536 + 4 N/A N/A N/A ~N/A N/A N/A "
Average N/A N/A N/A
Endpoint |. 3192
(+) Growth () No Growth * Not able 10 read due to product turbidity Average Endpoint = (Run 1 + Run 2)
NB = Not T 517w 2
§
Recorded By: Date: __ 3 ‘ (71l6D
Approved By: Date: o) L o~ B-l 00

\

Notice: Proprietary Information - Not for Publication.
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Addendum _ﬂ- Date 9 /2| / pe

Page 2 of(, 2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

. - - M ?
Microorganism:_E. faecium ATCC#19434 __ Population per Tube(CFU’s/mL):_{ 480 x10
Date Inoculated/Initials: ¥li¢lon &0 Date Read/Initials: & § Iqloo Incubation time (hrs):_6, 26 .

Positive Control: _ 3}~ Negative Control:

1

Product : . Product Description B
Dilution '
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 [Lot#:N/A ' Lot#: N/A Lotk N/A "
Run 1 Run 2 Run 1 Run2 Run1 Run2 Run 1 Run 2 ,
l 1:2 N D ND N/A N/A N/A N/A N/A N/A
“ 1:4 ¥ ¥ N/A N/A N/A N/A N/A N/A ]l
" 1:8 ¥ X - N/A N/A N/A N/A N/A N/A
1:16 % X N/A N/A N/A N/A N/A N/A
1:32 * % N/A N/A N/A N/A N/A N/A "
“ 1:64 % 173 N/A N/A N/A N/A N/A N/A
1:128 * A N/A N/A N/A N/A N/A ‘N/A
1:256 - - N/A N/A N/A N/A “N/A N/A ]l
1:512 — — N/A N/A N/A N/A N/A N/A 4‘
1:1024 - - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A N/A N/A N/A N/A N/A
1:16,384 * + N/A . N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 ¥ + N/A N/A N/A N/A N/A N/A l
Average %192 N/A NA N/A ]
Endpoint )
(+) Growth () No Growth * Not able to read due 10 product turbidity Average Endpoint = (Run 1 + Run 2)
ND= Not 9:@:_ 1700 2
Recorded By: ﬁ Date: g l17lev
Approved By:k' (\/jl/@‘m (/DO)’\M M Date: 8 L&QJ 0o
N \ |
Notice: Proprietary information - Not for Publication.
© Copyright 1996 by BioScience Laboratories, inc. ; W




Addendum ﬂ Date 7 /21 /e

Page 30 of (42

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

. | , 3
Microorganism:_E. faecium ___BSLI# 061700Efm1_Population per Tube(CFU’s/mL):_4. £250 ¥ 10

Date Inoculated/Initials: 5‘ MOD O~ Date Read/Initials: T2 8- N- 6o Incubation time (hrs);_ 80.25 .

Positive Control: __ 4+ Negative Control: —

Product Product Description u
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot:N/A Lot#: N/A Lot#: N/A l
Run 1 Run2 Run Run 2 | Run 1 Run 2 Run 1 Run2 l
“ 122 ND MDD N/A N/A N/A N/A N/A N/A
n 1:4 ¥ " N/A N/A N/A N/A N/A N/A
1:8 X N/A N/A N/A N/A N/A N/A
“ 1:16 X ¥ N/A N/A N/A N/A N/A N/A
1:32 X X N/A N/A N/A N/A N/A N/A
1:64 3 X N/A N/A N/A N/A N/A N/A
lL 1:128 X X N/A N/A N/A N/A N/A N/A
“ 1:256 ~ - N/A NA | NA N/A N/A N/A
’ 1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - " N/A N/A N/A N/A N/A N/A JI
1:2,048 ~ - N/A N/A N/A N/A N/A  N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
| 1:8,102 ~ - N/A N/A N/A NA N/A N/A
1:16,384 L + N/A N/A NA | NA N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
l 1:65,536 + + N/A N/A N/A N/A N/A N/A ]
[ &w:;rzig; \:2iaa N/A N/A N/A 1
(+) Growth  (-) No Growth * Not able to read due 10 product murbidity Average Endpoint = (Run 1 + Run 2}
ND= Mot Deone. T2 Slile 2
Recorded By: f @@,« [! Yok Date: % {{7/ov
Approved By: Date: jﬁ ( 3\3\\ 00
\ J
Notice: Proprietary Information - Not for Publication.
& Copyright 1996 by BioScience Laborstories, Inc. Form No. 93-1.-030

Rev. 5

07/99



Addendum ﬁ Date S1/Q/00

Page 22 of (p3

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

b
Microorganism:_E.coli ATCC#11229 __ Population per Tube(CFU’s/mL):_S 5250 ¢ 10
Date Inoculated/Initials: jjl lie[ so 0w Date Read/Initials: 7% % ll‘l! 60_ Incubation time (hrs):__ 6. 25 '

Positive Control: __ 4+~ Negative Control: —

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 [Lot#:N/A 4 Lot#: N/A Lot#: N/A II
l}un I | Run2 | Runl Run 2 Runl Run 2 Run 1 Run 2 l
|| 1:2 ND ND N/A N/A N/A N/A N/A N/A ]
I 14 X * N/A N/A N/A N/A N/A N/A
1:8 ¥ X N/A N/A NA | NA N/A N/A
1:16 X ¥ N/A N/A N/A N/A N/A N/A
1:32 % X | wa N/A NA | NA NA | NA
1:64 * vi N/A N/A N/A NA | NA N/A
1:128 o A N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A NA | NA N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A "
1:1024 - ~ | wa N/A N/A N/A N/A " N/A
1:2,048 t+ + N/A N/A N/A N/A N/A N/A Jl
1:4,096 + + N/A N/A N/A N/A N/A N/A "
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + F NA | NA N/A N/A N/A N/A
1:32,768 n + N/A N/A N/A N/A N/A N/A
1:65,536 ¥ L N/A N/A N/A N/A N/A N/A
gl\;;r(a)ig:t ] ) 624 N/A N/A N{A q
{+) Growth  {-) No Growth * Not able to read due 1o product turbidity Average Endpoint = (Run | + Run 2)
ND = Neb Deva T‘LS"’""O 2
Recorded By Date: g / | 7/ o

\ /

Approved By: ( 9/‘1/)/_m IM}/\ ’LU,() Date: [N [ o 2> QO

Notice: Proprietary information - Not for Publication.
Baw o
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MINIMUM

Addendum
of

Page 34

Date

La

Protocol No._ 000622

INHIBITORY CONCENTRATION EVALUATION

Microorganism:_E.coli

__BSLH 010500Ec8 _Population per Tube(CFU’s/mL):_ .10 x iQs

12 /po

Date Inoculated/Initials: [, lew (W Date Read/Initials: Tk 8” 17 /oo Incubation time (hrs):__ 20.25

Positive Control: _ 1~ Negative Control: _—

Product Product Description
Dilution Product: #1, 5% (w/v) {Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run2 Run 1 Run 2 Runl 'Run 2 Runl Run 2
1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 X X N/A N/A N/A N/A N/A N/A
G ¥ X N/A N/A N/A N/A N/A N/A
" 1:16 e * N/A N/A N/A N/A NA N/A
“ 1:32 % ¥ N/A N/A N/A N/A N/A N/A
H 1:64 ¥ * N/A N/A N/A N/A N/A N/A
" 1:128 X ¥ N/A N/A N/A N/A N/A N/A
“ 1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A NA
1:1024 - - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A . N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 + - N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + F N/A N/A N/A N/A N/A N/A “
1:65,536 + + N/A N/A N/A N/A N/A N/A “
Average N/A N/A N/A
“ Endpoint I Z,O"’f% ll
{+) Growth  (-) No Growth * Not able to fead due to product turbidity Average Endpoint = (Run | + Run 2)

ND = Net Downe T2 8l17l00 2

Recorded By: | [’MQ@(,—. Date:

LQ'\‘%L\% ‘/D Dl 10 pae:

zl17/60
¢l 0D

\

Approved By:

Notice: Proprietary Information - Not for Publication.
€ Copyright 1956 by BioScience Laboratories, Inc. " Form No. 93-1.-030
5




Addendum [ Date S /3! /Co
Page 5 of (2

Protocol No. - 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

L
Microorganism: E. coli __ATCC#_25922 _ Population per Tube(CFU’s/mL): 1.0cSox D

Date Inoculated/Initials: | ie !eo U\ Date Read/Initials: T2 € ll’z loo Incubation time (hrs): 2e. 25

Positive Control: __ 4~ Negative Control;: _—

Product Product Description i ].I
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A 1'
Run1l _l}un 2 Runl Run2 Run 1 Run2 Run1 Run 2
~ L 122 ND ND N/A N/A N/A NA N/A N/A l
IL 1:4 * * N/A N/A NA | NA N/A N/A "
’L 1:8 + * N/A N/A N/A N/A NA | NA "
" 1:16 * X N/A N/A N/A N/A N/A N/A “
“ 1:32 * ¥ N/A N/A N/A N/A N/A N/A
1:64 3z 's N/A N/A N/A N/A N/A N/A
1:128 % ¥ N/A N/A N/A NA | Na N/A
1:256 - ~ N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A NA N/A
1:1024 - - N/A N/A N/A N/A N/A N/A
Il 1:2,048 - - N/A NA N/A N/A NvA | wa
1:4,096 $ + N/A N/A N/A N/A N/A N/A
1:8,192 N t+ N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 4 4 N/A N/A N/A N/A N/A N/A
31‘:;:?; l : l}D 4 g N/A N/A N/A
(+) Growth () No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)
MD = NgtDone Tz 971770 2
Recorded By: @ .(:\. Q],e({;v&__ pate: % I 17 ’ o] 8]

Approved By: L %r\ng\ DO pae: B33 00

\

Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc. Form Ne. 93-1.-030

Rev. S

07/99



Addendum l\,/L Date 5§ / Q1! oo
Page 2({p of (,Q

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

5
- Mieroorganism: E.coli _BSL1# 010500Ec6 Population per Tube(CFU’s/mL):_J.32Sbx )0&@ %5 l18lon

Date Inoculated/Initials: ?[ lgl 00w Date Read/Initials: 7?«8’&[9_7; Incubation time (hrs): 20,25

Positive Control: + Negative Control: _—

’ Product Product D&cﬁpﬁon | H
Dilution
. |Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
h[_ Runi | Run2 | Runl Run2 | Runl | Run2 | Runi Run 2
1:2 MD ] NB N/A N/A N/A N/A NA NA 1
4 PP N/A N/A N/A N/A N/A Na |
1:8 y * N/A N/A N/A N/A N/A N/A "
1:16 ¥ X NA | NA N/A N/A N/A N/A
1:32 & + N/A N/A N/A N/A N/A N/A
I 164 & - N/A N/A R N/A N/A
|| 1:128 ¥ * N/A N/A N/A N/A N/A N/A
“ 1:256 - - N/A N/A N/A N/A N/A NA
1:512 - - N/A N/A N/A N/A N/A N/A ,
1:1024 ~ - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A . N/A
1:4,096 N + N/A N/A N/A N/A N/A N/A
1:8,192 N + N/A N/A N/A N/A N/A N/A
116384 | + N/A NA | NA N/A N/A N/A ]I
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 + 4 N/A N/A N/A N/A N/A N/A
I.;\;;r:ig; ’ ‘ Z)O 4 8 N/A N/A N/A '
(+) Growth (-} No Growth * Not able to read due o product turbidity Average Endpoint = (Run | + Run 2)
ND = Not Done. T2 8li7loo 2
Recorded By: / 'L\[ .‘_/L Date: Y/ { 7/ oo

Approved Byz(\’ ‘ _,'/)ﬁym (DO ,& Mw Date: 5 l a>lo0

' ‘Notice: Proprietary Information - Not for Publication.
Teo o




Addendum ﬂ Date 4 /2l o

Page 91 of (L 2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_H. influenzae 'ATCC# 19418 Population per Tube(CFU’s/mL);_£.0D w0 7

Date Inoculated/Initials: S![ 17loo v Date Read/Initials: Tz S[lﬂm Incubation time (hrs): 2. 0

Positive Control: 1+ Negative Control: ™~

! Product Product Descriptidn
Dilution i
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 "Run1 Run 2 Run 1 Run 2 Run 1 Run 2 I
1:2 ND N N/A N/A N/A NA | NA N/A l
i 14 X4 X N/A N/A N/A N/A N/A N/A II
1:8 X X N/A N/A N/A N/A N/A N/A
1:16 X X N/A N/A N/A N/A N/A N/A
1:32 X ¥ N/A N/A N/A N/A N/A N/A
1:64 s * N/A N/A N/A N/A N/A N/A
1:128 % >~ N/A N/A NA 1 NA N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - 4 N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 +~ - N/A N/A N/A N/A N/A N/A
1:16,384 + F N/A N/A N/A N/A N/A N/A
1:32,768 4 + N/A N/A N/A N/A N/A N/A
| 15536 + F N/A N/A N/A N/A N/A N/A
Average N/A N/A N/A
Endpoint 1o, \ 1Y ‘
{(+) Growth  (-) No Growth * Not able 10 read due to produet turbidity Average Endpoint = (Run | + Run 2)
2
ND = Mot Do ™% ¥ |gloo
‘Recorded By: ’[ g\,‘.‘ Al[)/e‘t-—— Date: __ ¥ } (Y60
Approved By: ( \’/'L%q Y)’”Mf\ IL,C,U Date: __ R a5100 -
j \ }
 Notice: Proprietary information - Not for Publication. _
© Copyright 1996 by BioScience Laboratories, Inc. Form No. 93-1-030

Rev. 5

099



Addendum ﬂ: Date “{/ (/o e

Page ¢ of(g;

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: H. influenzae BSLI# 062900Hi9 _ Population per Tube(CFU’s/mL):_}. 5 $5¥ gQ7

Date Inoculated/Initials: & h‘ll gQ(;bu Date Read/Initials: & § 113 {s0 Incubation time (hrs): 20.0 .

Positive Control: __+  Negative Control:

Product Product Description “
Dilution Product: #1, 5% (w/v) . |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 JLot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2
" 1:2 AN ND N/A N/A N/A N/A N/A N/A ]I
1:4 ' ‘X~ N/A N/A N/A N/A N/A N/A II
1:8 X ¥ N/A N/A N/A N/A N/A N/A
“ 1:16 ¥ X N/A N/A N/A N/A | N/A N/A
u 1:32 ~ ¥* N/A N/A N/A N/A ‘N/A N/A ]!
1:64 ¥ 3 N/A N/A N/A N/A N/A N/A “
1:128 * + N/A N/A N/A N/A. N/A N/A
“ . 1:256 - - N/A N/A N/A N/A N/A N/A
“ 1:512 _ _ N/A N/A N/A N/A N/A N/A
1:1024 - - - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A N/A “
f| 1:4,09 - - N/A N/A N/A N/A N/A N/A Jl
" 1:8,192 — - N/A N/A N/A N/A N/A N/A “
" 1:16,384 + + N/A N/A N/A N/A N/A N/A “
“ 1:32,768 N + N/A N/A N/A N/A N/A N/A “
“ 1:65,536 + + N/A N/A N/A N/A N/A N/A “
I énx;!e;ig;t (%192 N/A N/A N/A “
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND = Ner Drme T2l hco 2
Recorded By: HeX . Date: g / (g (5‘0
Approved ﬁy: @{ AN J\/\ (DQM L\ULL Date: %[5 } 00

\

Notice: Propriétary Information - Not for Publication.
- © Copyright 1956 by BioScience Laboratories, Inc.

Form No. 83-L-030
Rev. 5

0799
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Addendum j,)f- Date {4 R /oo
Page 29 of (p 2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: K. oxytoca

5
ATCC#43165 __Population per Tube(CFU’s/mL)._ ¢, 1150 x 10

Date Inoculated/Initials: £ lwlea M Date Read/Initials: T2 3‘!7! &0 Incubation time (hrs): _20.2S

Positive Control: _+ _ Negative Control: ~

Product ‘ Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  [Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run i Run 2 Run1 Run 2
1:2 ) ND N/A N/A N/A N/A N/A N/A
i 1:4 -* ¥ N/A N/A N/A N/A N/A N/A
“ 1:3 T * N/A N/A N/A N/A N/A N/A '
" 1:16 * ¥ N/A N/A N/A N/A N/A N/A
" 1:32 * % N/A N/A N/A N/A N/A N/A
1:64 *% * N/A N/A N/A N/A N/A N/A
1:128 +# ¥ N/A N/A N/A N/A N/A N/A
" 1:256 - —_ N/A, N/A N/A N/A N/A N/A 1]
1:512 - - N/A N/A N/A N/A N/A N/A n
1:1024 - - N/A N/A N/A N/A N/A N/A
H 1:2,048 - - N/A N/A N/A N/A N/A . N/A
" 1:4,096 - o N/A N/A N/A N/A N/A N/A
" 1:8,192 + + N/A N/A N/A N/A N/A N/A
" 1:16,384 - + N/A N/A N/A N/A N/A N/A
“ 1:32,768 1 + N/A N/A N/A N/A N/A N/A
u 1:65,536 + + N/A N/A N/A N/A N/A N/A
Average N/A N/A N/A
I Endpoint \ L 2048
(+) Growth  {-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run } + Run 2)
ND - Mot Dge T sfirloo 2
‘ Date: & l { 7{ o0

Recorded By

Approved

* © Copyright 1996 by BioScience Laboratories, Inc.

Rlaal 0o

)_/L\'//)/”/] l’DOMM Date:
g 7

\

Notice: Proprieiary Information - Not for Publication.

Eorm No_93-1,-030

Rev. 5

07/99



Addendum ﬂ Date "l / Q1/ o0
Page 40 of[eg

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

. . ‘ . 5
Microorganism: K. oxytoca BSLI# 060700K 06 _Population per Tube(CFU’s/mL):_{ .C 750 ()

Date Inoculated/Initials: 3[ lb! oD ym Date Read/Initials: S ,47/ 0D _ Incubation time (hrs);,__ 0. 25 .

Positive Control: + Negative Control: _

Approved Brk W ‘DOJVU/\M Date: P/ 8200

\

Notice: Proprietary Information - Not for Publication.

Product | Product Description
Dilution
Product: #1, 5% (w/v) [Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Runl | Run2 Run 1 Run 2 Run 1 Run 2 Run } Rgn_z__l
1:2 ND ND N/A N/A N/A N/A N/A N;_‘—T
1:4 Ly X N/A N/A N/A N/A N/A NA |
" 1:8 % +* N/A N/A N/A N/A N/A N/A "
" 1:16 X ¥ N/A N/A N/A NA | NA N/A
n 1:32 I 3 N/A N/A N/A N/A N/A N/A
“ 1:64 ¥ * N/A N/A N/A N/A N/A N/A
11:128 ¥ A N/A N/A N/A N/A N/A NA
1:256 - - "N/AT | NA N/A N/A N/A N/A "
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - NA N/A N/A N/A N/A N/A
1:2,048 - - | NA N/A N/A N/A NA | NA
lr 1:4,096 + + N/A N/A N/A N/A N/A N/A
“ 1:8,192 + + N/A N/A N/A N/A N/A N/A J
" 1:16,384 3 + N/A N/A N/A N/A N/A NA |
“ 1:32,768 + + N/A N/A N/A N/A N/A N/A
lL 1:65,536 + + N/A N/A NA | NA N/A N/A
I?n‘:je;:ig; . 2) 0 4’8 N/A N/A N/A
(+)Growth  (-) No Growth * Not able 10 read due 1o product turbidity Average Endpoint = (Run 1 + Run 2)
ND = Mok Doss T 81700 2
Recorded By: Date: __ D , (7l sv

Tam— Rie AY 1 AN

L3 o PURSUSICIN WA ¥, ¥, Vg WO o T R A e T S



Addendum 3N Date™ /@) /oo
Page D1 of L

. Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

. . ‘ b
Microorganism: K. pneunoniae ATCC# 11296 _ _Population per Tube{(CFU’s/mL):_|. p415 xID
Date Inoculated/Initials: £ M oo (W Date Read/Initials: T2 Xil"l( ®0 Incubation time (hrs):__ .0.25 ‘

Positive Control: _+ _ Negative Control: —

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: NJA - Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A , Lot#: N/A Loti#: N/A
_ Run 1 Run 2 | Run 1 Run2 REI 1 Run 2 Run 1
l 1:2 ND N D N/A N/A N/A N/A
" 1:4 A X N/A N/A N/A N/A
“ 1:8 LS X N/A N/A N/A N/A N/A N/A
“ 1:16 ¥ X N/A N/A N/A N/A N/A N/A
“ 1:32 X * N/A N/A N/A N/A N/A N/A
“ 1:64 % X N/A N/A N/A N/A N/A N/A
1:128 ¥ X N/A N/A N/A NA N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A NA | NA N/A N/A
I 11024 - - N/A N/A N/A N/A N/A N/A
“ 1:2,048 - - N/A N/A N/A N/A N/A - N/A
" 1:4,096 - - N/A N/A N/A N/A N/A N/A
" 1:8,192 + “+ N/A N/A N/A N/A N/A N/A
: “ 1:16,384 + + N/A N/A N/A N/A N/A N/A
" 1:32,768 + + N/A N/A N/A N/A N/A N/A “
| 1:65,536 4 + N/A N/A N/A N/A N/A N/A ll
g:;eprzig; l ) 4:)0 cl ‘0 N/A N/A N/A '
(+) Growth () No Growth * Not able to read due 10 product turbidity Average Endpoint = (Run 1 + Run 2)

2

ND= Mot Dpug To8:(7-00
Recorded By: m«i{\}v{{' A~ Date: ? ’l Tloo
Approved By: (\ (/ 9/4'/]/) (/‘D m,/l ]/(w Date: 6 [ 9-3-1 00

. J

Notice: Proprietary Information - Not for Publication.
A
) .




Addendum _TA[  Date S /@1 /060

Page 53 of (42

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Micreorganism: M. luteus

5
ATCC#.7468 -_Population per Tube(CFU’s/mL):_"#.%50 x10

Date Inoculated/Initials: ‘3’]\‘5 }Ub " Date Read/Initials: T% glM o Incubation time (hrs):__ 20, © ’

Positive Control: __ 4~ Negative Control: _~
Product Product Description
Dilution
Product: #1, 5% (w/v) |[Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run2 Run 1 Run2 Run 1 Run 2 Run 1 Run 2J
1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 3% X N/A N/A N/A N/A N/A N/A
1:8 % X N/A N/A N/A N/A N/A N/A
1:16 EA T R N/A N/A N/A N/A N/A N/A
1:32 * * N/A N/A N/A N/A N/A N/A_*
1:64 * X N/A N/A N/A N/A N/A N/A
1:128 % X N/A N/A N/A N/A N/A N/A
1:256 — - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A Il
1:1024 - - ' N/A N/A N/A N/A N/A N/A “
1:2,048 —_ - N/A N/A N/A N/A N/A N/A
1:4,096 — ~ N/A N/A N/A N/A N/A N/A
1:8,192 _ -— N/A N/A N/A N/A N/A N/A
1:16,384 _ - - N/A N/A N/A N/A N/A N/A
1:32,768 _ - N/A N/A N/A N/A N/A N/A
1:65,536 - - N/A N/A N/A ‘ N/A N/A N/A J
g,‘:;ig:t S | (‘5 530 N/A N/A N/A ]
(+) Growth  (-)No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)

NO = NoT NE T7 g lplov
Recorded By: /J/oﬂ {'—4 Date: , Ha'UD
Approved B

N, /J)A/V) OO ALY e 8124100

Notice: Proprictary Information - Not for Publication.
}r o



Addendum 3N Date 4 /21 /0®©
Page A+ of

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

: 2
Microorganism:_ Micrococcus spp. —__BSLI# 060700Ms8 Population per Tube(CFU’s/mL):_{,3750 x (0
Date Inoculated/Initials: _¥ l‘S’ e Date Read/Initials: T2 ?2: b[ ov Incubation time (hrs);__ 20. 0

Positive Control: t Negative Control: ™

Product ' Prodﬁct Des;cripﬁon '
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  |Lot#:N/A Lot#: N/A Lot#: N/A o
Run 1 Run 2 Run 1 1 Run2 Run 1 Run2 Run 1 Run 2
‘ 12 | np ND | wA N/A N/A N/A NA N/A ]
" 1:4 * 3¢ N/A N/A N/A N/A N/A N/A
II 1:8 X T N/A N/A N/A N/A N/A N/A
" 1:16 X X N/A N/A N/A N/A NA | NA
1:32 * ¥ N/A N/A: N/A N/A N/A N/A “
“ 1:64 X S N/A N/A N/A N/A N/A N/A
“ 1:128 ¥ ® N/A N/A N/A N/A N/A N/A
" 1:256 - — N/A N/A N/A N/A N/A N/A II
, " 1:512 - - N/A N/A N/A N/A N/A N/A
IL 1:1024 - -  N/A N/A N/A N/A NA | NA
“ 1:2,048 - - N/A N/A N/A N/A NA | NA “
“ 1:4,096 - - N/A N/A N/A N/A N/A N/A II
1:8,192 - - N/A NA | NA N/A N/A N/A
1:16,384 - — N/A N/A N/A N/A N/A N/A
1:32,768 _ — N/A N/A N/A N/A N/A N/A
1:65,536 + + N/A NA | NA | NA N/A N/A
l g::l;rzlg; | : 32) ,“'% N/A N/A N/A ‘“
(+) Growth (-) No Growth * Not able to read due to-product turbidity Average Endpoint = (Run { + Run 2)
ND = Not D T slleloo 2

Recorded By: Date: _ P ! e |oD

Approved By: /(\l}f},m "DQI’LM pae:___8/21[00

\

Notice: Propr;ewy Information - Not for Publication.

: : |
mimercan ¥ bemeabnmt s Boe rusn

b= - wt ¥ NN
SIENCE LAVOTIMOLIES, ik, H

~ Q%
NUL T IIY

Rev. 5 07/99

BN s ebes TONL L. TR O
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Addendum _ T\ Date_ q/Q( /00
Page 35 of ( P!
Protocol No., 000622
MINIMUM INHIBITORY CONCENTRATION EVALUATION
Microorganism:____P. mzrabzlzs ATCCi#:_7002 __ Population per Tube(CFU’s/mL): _{. 70 %10~

Date Inoculated/Initials: g %-3i1-00  Date Read/Initials: é 9++00 _ Incubation time (hrs):_2e.75

Positive Control:

__+  Negative Control: =

szﬁks%- Dotz T=xa- 15 6D

[~
{
R (ba{'
\ \
Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, inc. o
. Rev.

Product Product Description
Dilution
) Product:#1,5% (w/v)  |Product: Product: Product:
Lot#: TRCS # 100037 {Lot#: Lot#: Lot#:
Run 1 Run 2 Run | Run 2 Run 1 Run 2 Run 1 Run 2 "
lL 12 N/A N/A N/A N/A N/A N/A N/A N/A Jl
1:4 % % N/A N/A N/A N/A N/A N/A ]I
1:8 * X N/A N/A N/A N/A . N/A N/A “
116 * % N/A N/A N/A N/A N/A N/A
1:32 * * N/A N/A N/A N/A N/A N/A
“ 1:64 % ' N/A N/A N/A N/A N/A N/A j
“ 1:128 * * N/A N/A N/A N/A N/A N/A
" 1:256 - ~ N/A N/A N/A N/A N/A N/A
" 1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 4 A N/A N/A N/A N/A N/A N/A
" 1:2,048 4 ¥ N/A N/A N/A N/A N/A - N/A
" 1:4,096 4 L N/A N/A N/A N/A N/A N/A u
" 1:8,192 4 + N/A N/A N/A N/A N/A N/A
|| 1:16,384 t + N/A N/A N/A N/A N/A N/A
1:32,768 ¥ + N/A N/A N/A N/A N/A N/A “
1:65,536 4 . N/A N/A N/A N/A N/A N/A Jl
&\;e;ig:t 9',0 % 152 N/A N/A N/A JI
(+) Growth (<) No Growth * Not able to read dye to product turbidity Average Endpoint = ngrl_l_x*;lp_x_qg)
Recorded By: _ Date: %420
Approved By: Date: 0a-15-¢0o

Form No. 93-1.-030
07/99



Addendum gg Date <1 / 2l /e
Page Jlp of ([ 2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_P. mirabilis : BSLI#.062900Pm1 _Population per Tube(CFU’s/mL): __‘2_025_1_0_"
Date Inoculated/Initials: $/i1leo ({n Date Read/Initials: ?l 1% ' oo Incubation time (hrs): <0
Positive Control: ___“_['_'___ Negative Control: — '
Product Product Description . "
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Low:N/A Lot#: N/A Lot#: N/A
L Run 1 Run 2 Run 1 Run 2 Run 1 Run2 Run 1 Run 2
1:2 N D N D N/A N/A N/A N/A N/A N/A
1:4 % F~ N/A N/A N/A N/A N/A N/A
1:8 * > N/A N/A N/A N/A N/A N/A
“ 1:16 * X N/A N/A N/A N/A N/A N/A
" 1:32 X VA N/A N/A N/A N/A N/A N/A
1:64 x ' N/A N/A N/A N/A N/A N/A
“ 1:128 % * N/A N/A N/A NA N/A N/A
“ 1:256 - - N/A N/A N/A N/A N/A N/A
I 1:512 - - N/A N/A N/A N/A N/A NA |
1:1024 + - ' N/A N/A N/A N/A NA N/A
1:2,048 k + N/A N/A N/A N/A N/A . N/A
1:4,096 + 3+ N/A N/A N/A N/A N/A N/A
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + - N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 4 + N/A N/A N/A N/A N/A N/A
{ Average . N/A N/A N/A
Endpoint | " S\2
(+) Growth' (-) No Growth * Not able to read, due to product turbidity Average Endpoim = (Run | + Run 2)
ND = Not+ Done T €ligloo

Recorded By /L&Ja\n{’—a Date: 3 I [ ‘Z / 00
Approved By: ‘/!/N /j’ n @OJ/\ (/L('U Date: 8’ 26|00

\

Notice: Proprietary Information - Not for Publication. .
€ Copyright 1996 by BioScience Laborsiories, Inc. . Form No. $3-1-030
Rev. 5 07/99



Addendum ﬂ Date ¢ /al/o¢
Page A of QQ

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_P. aeruginosa __ATCC#15442 __ Population per Tube(CFU’s/mL): 3 -77975!1)g
Date Inoculated/Initials: ¥ ll%lao[}m Date Read/Initials: 13 ¢ ‘ [so Incubation time (hrs):_| 7,75
Positive Control: __+  Negative Control: _ ~
Product ' Product Description : . ll
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run ] Run 2 Run 1 Run2 Run 1 Run 2 ___Run 1 Run 2 J
r— 1:2 N D N N/A N/A N/A N/A N/A N/A ]
1:4 X # N/A N/A N/A N/A N/A N/A II
1:8 X X N/A N/A N/A N/A N/A N/A
1:16 ¥ X N/A N/A NA N/A NA N/A
1:32 X X N/A N/A N/A N/A N/A N/A “
1:64 . X »* N/A N/A N/A N/A N/A N/A “
: 1:128 * »* N/A N/A N/A N/A N/A N/A
1:256 = - N/A N/A . N/A N/A - N/A N/A n
" 1:512 - ~ N/A N/A N/A N/A N/A N/A “
| 1024 - - | wa N/A N/A nvA | Na Na |
1:2,048 + + N/A N/A N/A N/A N/A N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + n N/A N/A N/A N/A N/A N/A
[ 1:65,536 + + N/A N/A N/A ~NA N/A N/A J
Average N/A N/A N/A l
Endpoint 1024
(+) Growth  (-) No Growth * Not able 1o read due to product turbidity Average Endpoint = (Run 1 + Run 2)
MO = Not Dewe, Tx $-21-0D 2
Recorded By: e r(a,g L_. Date:_§ / ol / an

Approved By: ( {?/\L/O/-)/}/) (D OJ/U W Date: d12a2l00
/A \ )
Notice: Proprietary Information - Not for Publication.

. . o 'y i = PPy e ” Wt “-' Y.
& Copyright 1996 by BioScience Laboralones, (Rc. Form No. 83-1.-030

Rev.5 07/99



Addendum ﬂ Date & /R /o
Page € of (p

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_P. aeruginosa ‘ BSLI# 040400Pa8 Population per Tube(CFU’s/mL):__ £ .925x10 E
Date Inoculated/Initials: € l ]jl ool Date Read/Initials: T, Sl l?l ov Incubation time (hrs):__lo, O '

Positive Control: _ 1+ Negative Control: _—

Product ' Product Description || ’
Dilution
Product: #1, 5% (w/v) |[Product: N/A : Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot:N/A , Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run1 Run 2 Run 1 Run 2
1:2 ND N D N/A N/A N/A N/A N/A N/A
1:4 ¥* * N/A N/A N/A N/A N/A N/A
1:8 X X N/A N/A N/A N/A N/A N/A
1:16 x x | wNa N/A N/A N/A N/A N/A
" 1:32 X% ¥ N/A N/A N/A N/A N/A N/A
1:64 X X N/A N/A N/A N/A N/A N/A
1:128 ¥ ¥ N/A N/A N/A - N/A N/A N/A
1:256 -~ - N/A N/A N/A N/A N/A - N/A
1:512 - | - N/A N/A NA | NA N/A N/A
WO mshisiao | — ’
TP o ~ N/A N/A N/A N/A N/A NA
" 1:2,048 + 4 N/A N/A N/A N/A N/A . N/A
n 1:4,096 4 + N/A N/A N/A N/A N/A N/A
1:3,192 4 +~ N/A N/A | NA N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + 4 N/A N/A N/A N/A N/A N/A
[ 1:65,536 + + N/A NA N/A N/A N/A N/A |
Average . N/A N/A ‘ - N/A
Endpoint { i ',0 YA 4" .
(+) Growth  (-)No Growth * Not able to read due to product wrbidity Average Endpoint = (Run 1 + Run 2)

b= Mok Do Tz BlI2/00

Recorded By: /:mumd-{:—‘ Date: X / | X/ 60
Approved By: ((/L\((})’ M%Q,VU'\M Date: 6! a 5l 00

\

Notice: Proprietary Information - Not for Publication. ‘
© Copyright 1956 by BioScience Laboraiories, Inc. Form No. 93-1-030
Rev. 5 07/99

S



Addendum SQ Date_q /Qt/owo
Page 2 of {;

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_P. aeruginosa

ATCC#27853 __ Population per Tube(CFU’s/mL):_{. T25x10%

Date Inoculated/Initials: §1(1 leofu Date Read/Initials: (53 gllglm) Incubation time (hrs); - &0 . 0

Positive Control: _+ _ Negative Control: _—

Product Product Description
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run1 Run 2 Run 1 Run2 Run 1 Run 2
1:2 Nn | ND N/A N/A N/A N/A N/A N/A
1:4 % % N/A N/A N/A N/A N/A N/A
1:8 X * N/A N/A N/A N/A N/A N/A "
ﬂ 1:16 X X N/A N/A N/A N/A N/A N/A
|| 1:32 * K N/A N/A N/A N/A N/A N/A
|| 1:64 x X N/A N/A N/A N/A N/A N/A
" 1:128 x * N/A N/A N/A N/A N/A N/A
" 1:256 ~ ~ N/A N/A N/A N/A N/A N/A h
“ 1:512 - - N/A N/A N/A N/A N/A N/A
" 1:1024 - - CN/A N/A N/A N/A N/A N/A
" 1:2,048 4 + N/A N/A N/A N/A N/A N/A
" 1:4,096 + + N/A N/A N/A N/A N/A N/A "
" 1:8,192 + + N/A N/A N/A N/A N/A N/A
I 1:16,384 n + N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 4 + N/A N/A N/A N/A N/A N/A
b | s | ™ ]

(+) Growth

ND = Mot Do T2 gligloo

Recorded By:

Approved };y: ( \9/&‘%“ /)’/l m’\ yULl  Date:

(-) No Growth * Not able to read due 1" product turbidity

Date:

Average Endpoint={Run 1 + Run 2)
2

8)1g/o0

(25100

k Notice: Proprielary Information - Not for Publication.
€ Copyright 1996 by BioScience Laboratories, Inc.

\

Form No. 93-1-030

Rev. 5

07/99



st “@?
Addendum Sl Date 4 /Qt /oo
Page 4V of [, 2
Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: P. aeruginosa " BSLI# 040400Pa9 Population per Tube(CFU’s/mL):_(,, ‘5‘5_»5/0 s

Date Inoculated/Initials: % hjlm . Date Read/Initials: T¢ § l ¥ , o0 Incubation time (hrs): Jdo. D

Positive Control: + Negative Control: __—

Product Product Description
Dilution B
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A ' Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2
l——l 2 N D ND N/A N/A N/A N/A N/A N/A
" X xY3 N/A N/A N/A N/A N/A N/A
" 1:8 X Xx N/A N/A N/A N/A N/A N/A
' 1:16 * *x N/A N/A N/A N/A N/A N/A
1:32 * X N/A N/A N/A N/A N/A N/A
1:64 * * N/A N/A N/A N/A N/A N/A
1:128 X % N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - N/A N/A N/A N/A N/A N/A
1:2,048 + -+~ N/A N/A N/A N/A N/A . N/A ll
1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
" 1:65,536 + N/A N/A N/A N/A N/A N/A I
gl\:iegzigx; l : " 07. 4— N/A N/A N/A ]
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND = Mok 7% 8ligloo
Recorded By: «@7(‘ - Date: g ! 1§ { [0}

Approved B.y: {\ X/‘lfa—\\m MJ’U/ (LOJ Date: o) ( &5‘ 00

\

Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, inc. Form No. 93-1.-030
Rev. 5 07/99



Addendum __,g_ Date® *

\chg -

Page (1 of (QQ
Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_S. marcescens

/

XN oD

. v
ATCC# 14756 Population per Tube(CFU’s/mL):_1. 7250 x |0

Date Inoculated/Initials: f!l'i-lob O Date Read/Initials: T 8 1";10’3 Incubation time (hrs);_ 206. © '

Positive Control: ___ T Negative Control:

—

Product Product Description "
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
| Run 1 Run 2 Run 1 Run2 | Runl Run 2 Run 1 Run 2
1:2 N D ND N/A N/A N/A N/A N/A N/A
1:4 % X N/A N/A N/A N/A N/A N/A
1:3 X ¥ N/A N/A N/A N/A N/A N/A
1:16 X ¥ N/A N/A N/A N/A N/A N/A
d 1:32 Y N N/A N/A N/A N/A N/A N/A
I 1:64 X vy N/A N/A N/A N/A N/A N/A
1:128 %X % N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
I 11024 + + N/A N/A N/A N/A N/A N/A “
" 1:2,048 + + N/A N/A N/A N/A N/A NA |
I 1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + i N/A N/A N/A N/A N/A N/A
1:32,768 + 4 N/A N/A N/A N/A N/A N/A
1:65,536 + 4 N/A N/A N/A N/A N/A N/A J
S}\;e::ig:t b 6( 9' N/A N/A N/A l
(+) Growth (<) No Growth * Not able to read due to product turbidity " Average Endpoint = (Run'] + Run 2) :
2 ND = NoT DBRE rslivleo
Recorded By: ‘ %, Date: _ € / “a’ oL
Approved ByY:

€ Copyright 1996 by BioScience Laboratories, inc.

[

Notice: Proprietary Information - Not for Publication.

W%QJ/\M_M Date: B[00

Rev. 5

07199



Addendum ri Date 9 [ee
Page L) of (p>

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

5
Microorganism:_S. marcescens _BSLI# 060700Sm3_Population per Tube(CFU’s/mL):; +. 0250 v (D
Date Inoculated/Initials: § I I‘Sloo 0" Date Read/Initials: Tz 8 } lol6© Incubation time (hrs):__ 2.0 -

Positive Control: _t= Negative Control: _ ™

Product Product Description | ﬂ
Dilution Product: #1, 5% (w/v) {Product;: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 JLot#:N/A . Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run1l Run 2 Runl Run 2
1:2 ND N D N/A N/A N/A NA N/A LZS |
1:4 * * N/A N/A N/A N/A N/A N/A
1:8 * »x N/A N/A N/A N/A N/A N/A
1:16 * X N/A N/A N/A N/A N/A N/A
1:32 b X N/A N/A N/A N/A N/A N/A
I 164 + i N/A N/A NA | NA N/A NA |
1:128 * ¥ N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A NA | NA
“ 1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 +~ + N/A N/A N/A N/A N/A N/A
1:2,048 + + N/A N/A N/A N/A N/A . N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A “
1:8,192 + + N/A N/A N/A N/A N/A N/A ﬂ
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + +- N/A N/A N/A N/A N/A N/A
l 1:65,536 + + N/A N/A N/A N/A N/A N/A
31‘::5:; 11512 N/A N/A N/A J
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run ] + Run 2)

Recorded By: %AA Date: ?Hb ( 00

Approved By ’ﬂ \ V\ (DMU/LQM Date: @I 28| ]OO

{
7
i \

Notice: Proprietary Information - Not for Publication.
1 s s e M( L. 2 - Yo
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Addendum L Date

Uaa be

Page Y3 of/,

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

ATCCH# 6538

Microorganism:_S. aureus

Population per Tube(CFU’s/mL): %550 x1p’

Date Inoculated/Initials: % -1 -0 {74 Date Read/Initials: T2y f @ l 0©_ Incubation time (hrs): {7-75 .

Positive Control: _+ Negative Control:

| Product Product Description
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run2
1:2 () N D N/A N/A N/A N/A N/A N/A
1:4 * F'a N/A N/A N/A N/A N/A N/A
" 1:8 % X N/A N/A N/A N/A N/A N/A
" 1:16 X * N/A N/A N/A N/A N/A N/A
H 1:32 ¥ X N/A N/A N/A N/A N/A N/A
" 1:64 ¥ % N/A N/A N/A N/A N/A N/A
" 1:128 % ¥ N/A N/A N/A N/A N/A N/A
" 1:256 - — N/A N/A N/A N/A N/A N/A
“ 1:512 - — N/A N/A N/A N/A N/A N/A
1:1024 - ~ | wa N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A - N/A "
1:4,096 - - N/A N/A N/A N/A N/A N/A "
|L 1:8,192 - - N/A N/A N/A N/A N/A N/A ”
" 1:16,384 _ - N/A N/A N/A N/A N/A N/A "
“ 1:32,768 - —- N/A N/A N/A N/A N/A N/A
L 1:65,536 : - - N/A N/A N/A ~N/A N/A N/A
E/;\:je;glg; >\ VB“S% L N/A N/A N/A ll
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND = Not Dok Teg-21-c0 2
Recorded By: S Ak Date: X’l 21|50
Approved By: A “DQ/VU/LM Date: glaal00

N

\

Notice: Proprietary Information - Not for Publication.

€ Copyright 1596 by BidScience Laboratories, Inc.

Form No. 93-1.-030
Rev. §

07199



Addendum EE Date < / Qe
Page 44 of (p2

Protocol No.__000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Fi3-di-o
w
Microorganism: S. aureus ‘ BSLI# 040400834 Population per Tube(CFU’s/mL): ALl B.L235x/ o>
; T2 81900 .
Date Inoculated/Initials: XI H—l 00 _hs Date Read/Initials: Lo Incubation time (hrs): -2+~ 3Q.74%
J73-18- 00 EDm 5%l 00
Positive Control: A~ 4Negative Control: _—
@D tlitloo
Product Product Description ‘ ]-l
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Runl Run 2 Run 1 Run2 Run } Run2 Run ] Run2
I 12 ND ~ND N/A N/A N/A N/A N/A N/A
1:4 » ¥ N/A N/A N/A N/A N/A N/A
1:8 * ¥ N/A N/A N/A N/A N/A N/A “
1:16 #* * N/A N/A N/A N/A N/A N/A
| 132 * * N/A N/A N/A N/A N/A N/A
l 1:64 * ¥ N/A N/A N/A N/A N/A N/A
1:128 % ¥ N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
1:512 = - N/A N/A N/A N/A N/A N/A
1:1024 - - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A . N/A
[ 1:4,096 - - N/A N/A N/A N/A N/A N/A "
u 1:8,192 - - N/A NA N/A N/A N/A N/A "
1:16,384 - - N/A N/A N/A N/A N/A N/A
1:32,768 - - N/A N/A N/A N/A N/A N/A
| 1:65,536 - - ] wNA N/A N/A N/A N/A N/A “
Average - N/A N/A N/A
Endpoint 7 05,53(0
(+) Growth () No Growth * Not able to read due to product turbidity ""Average Endpoint = (Run 1 + Run 2)
HO = Net Dona Teg/1glo 2
Recorded By: Date: W §-21-00

I\ ‘ —
Approved I;y: QIIE\/)'l( 9")17 bD OJAw VLO,QO Date: %T&ﬁ loo

\

Notice: Proprietary Information - Not for Publication.
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Addendum _TJ Date__Q/Q( /00

Page 45 of (o

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Arce ¥ 292413
Microorganism:_S. aureus ‘ BSL14#04046895a5- Population per Tube(CFU’s/mL): 1,03 35 X1 0%
7% gliglod

Date Inoculated/Initials: $1i-1/ov Un Date Read/Initials: 8, 1< lowTe Incubation time (hrs):  20. @ '

Positive Control: __ =  Negative Control: _—

Rev.5

Product Product Description "
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 {Lot#:N/A Lot#: N/A Lot#: N/A
| I Runl | Run2 | Runl Rn2 | Runl | Run2 | Runi Run2
1:2 D N D N/A N/A N/A N/A N/A N/A J
1:4 ¥ + N/A N/A N/A N/A N/A N/A
1:8 A - N/A N/A N/A N/A N/A N/A
i:16 & X~ N/A NA | NA N/A N/A N/A
1:32 Eva YA N/A N/A N/A N/A N/A N/A
1:64 * * NA | NA N/A N/A N/A N/A
1:128 ¥ X N/A N/A N/A N/A N/A N/A
1:256 —_ - N/A N/A N/A N/A N/A N/A
1:512 = - N/A N/A N/A N/A N/A N/A
1:1024 - - | N/A N/A N/A N/A N/A N/A
| 1:2,048 - = N/A N/A N/A N/A NA | NA
‘ 1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A N/A N/A N/A N/A N/A
1:16,384 - —~ 1 NA N/A N/A N/A N/A N/A
1:32,768 —_— -— N/A N/A N/A N/A N/A N/A
1:65,536 4 4 N/A N/A N/A .N/A N/A N/A
| 31\;‘:2?:1 1" 32,70 g N/A N/A N/A
” (+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)
ND = Nt Done 7% Shixlon 2
Recorded By: Wﬁt_« Date: S) / / g ’ c¢o
Approved ﬁy: M' ,) ? CDO/‘,\_ IIM Date: 8l25 loo
J U \ )
Notice: Proprietary Information - Not for Publication.
© Copyright 1996 by BioScience Laboratories, Inc. Form No, 63-L-030

07199



Addendum /[ Date § /2! /oc
Page L lp of (,2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: S. aureus

BsLT ¥ o4o400Sa5
ATFECH29213

@& 11 3-13-00
Date Inoculated/Initials: § ! nl ow Uy Date Read/Initials: Tz %) 1s/6o Incubation time (hrs): _Je. ©

Positive Control: ___+ Negative Control: _

Popuiation per Tube(CFU’s/mL): 2115 X) o*

Product Product Description
Di!uﬁpn Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 JLot#:N/A Lot#: N/A Lot#: N/A
Run 1 l Run 2 Run 1 Run 2 Run 1 Run2 Run 1 Run 2 J
1:2 ND N D N/A N/A N/A N/A N/A N/A ]
| A 1:4 * * N/A N/A N/A N/A N/A N/A
1:8 4 ¥ N/A N/A N/A ‘N/A N/A N/A
1:16 X ¥ N/A N/A N/A N/A N/A N/A
{ 1:32 'y F'A N/A N/A N/A N/A N/A N/A
“ 1:64 X ¥« N/A N/A N/A N/A N/A N/A "
“ 1:128 ¥ VA N/A N/A - N/A N/A N/A N/A “
1:256 -_ — N/A N/A N/A - N/A N/A N/A
1:512 — — N/A N/A N/A N/A N/A N/A “
1:1024 —_ - N/A N/A N/A N/A N/A N/A
1:2,048 - -~ N/A N/A N/A N/A N/A . N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 —_ - N/A N/A N/A N/A N/A N/A
1:16,384 - - N/A N/A N/A N/A N/A N/A
1:32,768 - - N/A N/A N/A N/A N/A N/A
1:65,536 - - N/A N/A N/A N/A N/A N/A
3::;2%:: >1: (o‘S) 530, N/A N/A N/A
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)

ND
Recorded By. 'QA&/«— Q.a L
Approved By* %f\‘//}! ‘m % QI’\ l"l Q ,Qﬂ

€ Copyrighi 1596 by BioScience Laboraiories,

= Net Dc'vx.L."F;.K“‘“UD 2

Date: 9{[7[0‘0

Date:

8(as(00

\

Notice: Proprietary Information - Not for Publication.
Inc.

Form No. $3-1.-030

Rev. 5

07/99



Addendum _3[  Date_S{ /2l /oo
Page 4] of k2

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

v
Microorganism:_S. epidermidis __ATCC# 12228 Population per Tube(CFU’s/mL):__|, %175 ¢ 1D

Date Inoculated/Initials: §-{g-cO Date Read/Initials: T% S‘ 19 I 60 Incubation time (hrs):__{ 7. 75

Positive Control: _+4  Negative Control: _—

Product Product Description
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: NVA
Lot#: TRCS #100037 |Lot#:N/A 4 Lot#: N/A Loti#: N/A
Run 1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2
" 1:2 ND N D N/A N/A N/A N/A N/A N/A -l
| 1:4 * *~ N/A N/A N/A N/A N/A N/A “
1:3 X X N/A N/A N/A N/A N/A N/A “
1:16 % ¥ N/A N/A N/A N/A - N/A N/A
1:32 % * N/A N/A N/A N/A N/A N/A
1:64 > X N/A N/A N/A N/A N/A N/A
ff 1128 - x N/A N/A N/A N/A N/A N/A
| 1:256 - - N/A N/A N/A N N/A N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - - N/A N/A N/A N/A N/A N/A
1:2,048 - - . N/A N/A N/A NA N/A _ N/A
1:4,096 - -~ N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A N/A N/A N/A N/A N/A
1:16,384 - - N/A N/A N/A N/A N/A N/A “
“ 1:32,768 - - N/A N/A N/A N/A N/A N/A “
| 1:65,536 - - N/A N/A N/A N/A N/A N/A I
]g‘\:je;:ig; 21% \:5, 53| N/A N/A | N/A J
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
ND = Mot Done T% §l21lo0 2

Recorded By: @uﬁot/ Date: 5§ L}l | o
Approved By k 0,—\6/,()’4 /]/) LD OJ/I iw Date: _ ﬁl 3&’ [0])

\ J

Notice: Proprietary Information - Not for Publication.
T alemosnd oo

- oo THe e i Vo
& Copyright 1556 by BioScience Laboraiones, inc.



Addendum Date S\ /31 /o0

Page YUY of s
Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

] . epidermidis Q17 cose 3 . s
Microorganism:_S. __BSLI# 0687605s3 Population per Tube(CFU’s/mL):_ 3.35 x/ 0
% sltxiop (Egj‘&flwlvo

Date Inoculated/Initials: $1i1100lw Date Read/Initials: T % li%lod Incubation time (hrs): _20.0

Positive Control: __+~ _ Negative Control: _—

Product Product Description “
Dilution Product: #1, 5% (w/v} |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run1 Run 2 Run 1 Run 2
1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 ¥ A N/A N/A N/A N/A N/A N/A
1:8 174 ¥ N/A N/A N/A N/A N/A N/A
1:16 « * N/A N/A N/A N/A N/A N/A
1:32 ¥ X N/A N/A N/A N/A N/A N/A
1:64 X a N/A N/A N/A N/A N/A N/A
1:128 ®« ¥ N/A N/A N/A N/A N/A N/A “
| 1256 ~ - N/A N/A N/A N/A Na | owa |
“ 1:512 - ~ N/A N/A N/A N/A N/A N/A
" 1:1024 - _ | N/A N/A N/A N/A N/A N/A
" 1:2,048 ~— - N/A N/A N/A N/A N/A . N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A NA | NA N/A N/A N/A
1:16,384 - -_ NA N/A N/A N/A N/A N/A II
1:32,768 - - N/A N/A N/A N/A N/A N/A
1:65,536 e - N/A N/A N/A N/A N/A N/A
é&n\;leprzig:t 7 ( b 5’ 53 ‘0 N/A N/A N/A l
(+) Growth  (-) No Growth * Not able to read due to‘produd turbidity Average Endpoint=(Run 1 +Run2) o
MD = Mok Done Tz §- (3-0V 2

T

Recorded ?y: M Mt’ ’ Date: 8 l |g/ 0o
Approved By: C WW] (b OJV\ {/LMD Date: 8 ( 25 ' 00

\

Notice: Propriétary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc. Form No_93-L-030
Pyreh > Rev. 5 07/99



Addendum M Date S / 2/ 0O

Page 44 of {,2

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: S, haemolyticus : ATCC# 29970 Population per Tube(CFU’s/mL): 3l k35 x/0 S

Date Inoculated/Initials: %’hj!oo 44 Date Read/Initials: 1% §-1¥-co_ Incubation time (hrs):___20. D

Positive Control: __+  Negative Control: —

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS#100037  |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run | Run 2 Run 1 Run 2 ||
1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 » x N/A N/A N/A N/A N/A N/A
1:8 X X N/A N/A N/A N/A N/A N/A
1:16 X * N/A N/A N/A N/A N/A N/A 1‘
| 132 % % N/A N/A N/A N/A N/A N/A
I 1:64 X ¥ N/A N/A N/A N/A N/A N/A
1:1 28> X X N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A N/A N/A N/A
“ 1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - | wNa N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A N/A
" 1:4,096 - - N/A N/A N/A N/A N/A N/A
" 1:8,192 t - N/A N/A N/A N/A N/A N/A
" 1:16,384 - — N/A N/A N/A N/A N/A N/A
1:32,768 —_ - N/A N/A N/A N/A N/A - N/A
1:65,536 - - N/A N/A N/A N/A N/A N/A
Average N/A N/A N/A
[ Endpoint > [ S ,677(0 H
(+) Growth  (-) No Growth * Not abie to read due to product turbidity " Average Endpoint = (Run 1 + Run 2)
ND = Mot De T2 §-19-cD) 2
Recorded By: e {}Lx:f;, Date: Y/ ’ S/l (48]

\ J

Approvedv Ey: ( | \9’\//}/1/1/] (DQAMU Date: 5{ 2 5/ [8]8)

Notice: Proprietary Information - Not for Publication.
© Copyright 1996 by BioScience Laboratories, Inc.

«

Form No. 93-1-030

Rev. 5 0799



Microorganism:_S. haemolyticus

Date Inoculated/Initials: ﬂtlloo {4 Date Read/lnitials:?l |§] ov_T%_ Incubation time (hrs):

Addendum _17 " Date

Valloo

Page 50 of (2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

BSLI# 061700Sha5 Population per Tube(CFU’s/mL):__ 3,48 ¢ 1%

Positive Control: __ + Negative Control: —

S0.0D

._____] ‘

© Copyright 1996 by BioScience Laboratories, inc.

(\{’N/\.\m%mw Date:
<

\

Notice: Proprietary Information - Not for Publication.

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run1 1 Run 2 Run1l Run2 Run 1 Run2
: T
1:2 N D ND N/A N/A N/A N/A N/A N/A
n 1:4 -+ % N/A N/A N/A N/A N/A N/A
1:8 _;L X N/A N/A N/A N/A N/A N/A
I:16 M X N/A N/A N/A N/A N/A N/A
II 1:32 X % N/A N/A N/A N/A N/A N/A
" 1:64 K * N/A NA N/A N/A N/A N/A
“ 1:128 ¥ VA N/A N/A N/A N/A N/A N/A
-
" 1:256 -— —_ N/A N/A N/A N/A N/A N/A
“ 1:512 —_ — N/A N/A N/A N/A N/A N/A
“ 1:1024 —_ —_ N/A N/A N/A N/A N/A N/A
n 1:2,048 - - N/A N/A N/A N/A N/A N/A
1:4,096 —_ - N/A N/A N/A N/A N/A N/A
1:8,192 - - N/A N/A N/A N/A N/A N/A
“ 1:16,384 — - N/A N/A N/A N/A N/A N/A
“ 1:32,768 - - N/A N/A N/A N/A N/A N/A
“ 1:65,536 - — N/A N/A N/A N/A N/A N/A “
Average N/A N/A N/A
I[ Endpoint > I UG, 53L )
(+) Growth () No Growth * Not able to read due to product turbidity Average Endpoint = {(Run | + Run 2) )
ND = Nok T %48 - 00 2
AP glig/
Recorded By: l[ EM L Date: oD
Approved By: &l 7f6\ oo

Form No. 93-1L-030
Rev. 5

07/99



Addendum 32 Date ) /&1/00
Page 5\ of (2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Population per Tube(CFU’s/mL);_ ¥ 775 x/0%

Microorganism:_S. hominis BSLI#_27844
Date Inoculated/lnitials:ﬁ[u(m *  Date Read/Initials: T% . “-O‘I)ncubation time (hrs): 32—35
Positive Control: _‘Z:(:Negative Control: — T st G ksl
0od) B ghlov
Product Product Description
Dilution
{Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run I Run 2 Run 1 Run Zﬁ_ Run 1 Run 2
ND N/A N/A N/A N/A N/A N/A
%* N/A N/A N/A N/A N/A N/A
N X N/A N/A N/A N/A N/A N/A
* X NA N/A N/A N/A N/A N/A
nF 132 * ¥ N/A N/A N/A N/A N/A N/A
1:64 * ¥ N/A N/A N/A N/A N/A N/A
1:128 * ¥ N/A N/A N/A N/A N/A N/A 1'
1:256 - - N/A N/A N/A N/A N/A N/A "
d 1:512 - - N/A N/A N/A N/A N/A N/A “
“ 1:1024 ~ - N/A N/A N/A N/A N/A N/A "
l[ 1:2,048 - - N/A N/A N/A N/A N/A - N/A “
“ 1:4,096 - - N/A N/A N/A N/A N/A N/A
“ 1:8,192 - - N/A N/A N/A N/A N/A N/A
“ 1:16,384 - - N/A N/A N/A N/A N/A N/A
“ 1:32,768 - - N/A N/A N/A N/A N/A N/A
l 1:65,536 - - N/A N/A N/A ~N/A N/A N/A I
é\n\:;ig:t >0t ‘;,95(0 N/A N/A N/A l

(+) Growth (-) No Growth * Not able 1o read due to product turbidity

ND = Not Dms 7 €|i18) o0

A

2

Date:

Average Endpoint = (Run | + Run 2)

X—I—Fyﬁ’ 821100

Recorded By:

Approved By:

Date:

D rg-1§-e0

plas (00

© Copyright 1996 by BioScience Laboratories, Inc.

(M%mfbommw

\
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Addendum Date Q ra /oo
Page 52 of (2

. Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_S. hominis

BSLI# 060700Sho4 _Population per Tube(CFU’s/mL): .22 x20%

Date Inoculated/Initials: 3‘ 11los & Date Read/Initials: T% @‘ \¢ {00 Incubation time (hrs):_20. D

Positive Control: __ 4~ Negative Control:

-

Product Product Description
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A Jl
Lot#: TRCS #100037  |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 ' Run1 l_(:m 2 Runl Run 2 J
[ 1:2 ND MDD N/A N/A N/A N/A N/A N/A
“ 1:4 X *- N/A N/A N/A N/A N/A N/A "
1:8 x % N/A N/A N/A N/A N/A N/A
1:16 ¥ * N/A N/A N/A NA N/A N/A
1:32 * . N/A N/A N/A N/A N/A N/A
1:64 X £ N/A N/A N/A N/A N/A N/A
“ 1:128 N 2 N/A N/A N/A N/A N/A N/A
1:256 - -~ N/A N/A N/A N/A N/A N/A
1:512 —_ - N/A N/A NA N/A N/A N/A
n 1:1024 - - N/A N/A N/A N/A N/A N/A
n 1:2,048 — — N/A N/A N/A N/A N/A . N/A
“ 1:4,096 — - N/A N/A N/A N/A N/A N/A
n 1:8,192 —_ - N/A N/A N/A N/A N/A N/A
1:16,384 —_ — N/A N/A N/A N/A N/A N/A
1:32,768 - - N/A N/A N/A N/A N/A N/A "
i 1:65,536 -~ - N/A N/A N/A N/A N/A N/A ]
I lgl‘;l‘::rzignet Y 1:15,53 N/A N/A N/A ]

f+) Growth  (-) No Growth * Not able 10 read due to product turbidity

Recorded By:

Approved By:

- o e TLE-IT-8c 2
e e . 47{_ Date: 8’[{2’/0—0
/i m(’\\DJ/\J/\w Date: pl2eloo

© Copyright 1996 by BioScience Laboratories, Inc.

Average Endpoint = (Run 1 + Run 2)

\
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Addendum T Date

I &tf <P

Page 52 of (o2

Protocol No.__ 000622

- MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_S. saprophyticus

ATCC#15305

Population per Tube(CFU’s/mL):_¢, 235 x) 0%

Date Inoculated/Initials: 3[1 (oo (v#  Date Read/Initials: T2 8-19-¢0 Incubation time (hrs),__2A- 75

Positive Control: __+ Negative Control: _—

)

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A " |Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run 1 Run2 Run 1 Run2
l 12 N D M D N/A N/A N/A N/A | N/A N/A
" 1:4 * X N/A N/A N/A N/A N/A N/A
I 1:8 * * N/A N/A N/A N/A N/A N/A
1:16 ¥ X N/A N/A N/A N/A N/A N/A u
1:32 ¥ * NA N/A N/A N/A N/A N/A
1:64 X * N/A N/A N/A N/A N/A N/A
“ 1:128 * ¥ N/A N/A N/A N/A N/A N/A "
1:256 - —~ N/A N/A N/A N/A N/A - N/A "
1:512 - -~ N/A N/A N/A N/A N/A N/A 1
“ 1:1024 - — N/A N/A N/A N/A N/A N/A
“ 1:2,048 - -~ N/A N/A N/A N/A N/A . N/A
1:4,096 - - N/A N/A N/A N/A N/A N/A ‘
1:8,192 -— - N/A N/A N/A N/A N/A N/A
1:16,384 — — N/A N/A N/A N/A N/A N/A
1:32,768 — - N/A N/A N/A N/A N/A N/A
1:65,536 — - N/A N/A N/A N/A N/A N/A
l 3::;:?; S0 \'553 " N/A N/A N/A

(+) Growth  (-) No Growth * Not able to read due to product turbidity

UD = Mot

Average Endpoint = (Run 1 + Run 2)
2

Date: _&Q%T%‘E g 2l-o0

Dene gligleo
Recorded By /(lep;(zﬂL—_—_‘

\

Approved By: —

we) R§-13-00

£125100

A

}\.ﬂ/\ DOONAND  Dase &

\

Notice: Proprietary information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, Inc.

Form Ne. 93-1.-030
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Addendum TJ Date § / 2/ oo
Page 54 of (s 2

_ Protoco! No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

sapwwph Fewa 0070053
Microorganism:_S. BSLI# 8617665e43_Population per Tube(CFU’s/mL): 1. 20 x;o

D 13 gligleo : we) Teglisiov
Date Inoculated/Initials: %l\‘l'uﬁ ¢m Date Read/Initials: T2 5‘11 ,co Incubation time (hrs);_2¢.o

Positive Control: _ 4+ Negative Control: __~

[‘ Product Product Descriptidn
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A ) Lot#: N/A Lot#: NVA
Run 1 Run2 Run ] Run 2 Run1 Run 2 Runl Run 2
1:2 ND D N/A N/A N/A N/A N/A N/A
1:4 A »*~ N/A N/A N/A N/A N/A N/A
“ 1:8 ¥ #* N/A N/A N/A N/A N/A N/A JI
u 1:16 % F N/A N/A N/A N/A N/A N/A
" 1:32 * *~ N/A N/A N/A N/A N/A N/A
“ 1:64 X% X N/A N/A N/A N/A N/A N/A "
“ 1:128 * > N/A N/A N/A N/A N/A N/A "
" 1:256 ~— — N/A N/A N/A N/A N/A N/A “
" 1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A . N/A
" 1:4,096 - - N/A N/A N/A N/A N/A N/A
“ 1:8,192 - - N/A N/A | NA N/A N/A N/A
1:16,384 - - N/A N/A N/A N/A N/A N/A
1:32,768 _ - N/A N/A N/A N/A N/A N/A
1:65,536 — —- N/A N/A N/A N/A N/A N/A J
Average N/A N/A N/A
I Endpoint > LS, 530 v
(+) Growth (<) No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)
ND = Mot Dirrne— T2 glisleo 2
Recorded By: '{;_v Date: _ Y / / 3’] o0

9/'\‘/}/[% L’BOJA VL( U Date: ﬂ! 25|00
Notice: Proprietary Information - Not for Publication.

© Copyright 1996 by BioScience Laboratories, inc. X - Form No. 93-1-030
Rev. 5 07/9%

Approved By:




Addendum T4 Date § / 2} /oo
Page 565 of (p2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism: S, pneumoniae ' ATCCH# 6303 Population per Tube(CFU’s/mL):__5.5750x 103

Date Inoculated/Initials: Date Read/Initials: T2 8} l‘7l o0 Incubation time (hrs): 0. 25

Positive Control: 4~ Negative Control: __ —

Product Product Description
Dilution
Product: #1, 5% (w/v) |Product: N/A Product: NfA Product: N/A
Lot#: TRCS #100037  |Lot#:N/A _ Lot#: N/A Lot#: N/A
Run 2 Run ]“_ Run2 Run 1 Rgr_l 2 Run 1 Run 2 }
ND N/A N/A N/A N/A N/A N/A I
* N/A NA N/A N/A N/A N/A
: A * N/A NA N/A N/A N/A N/A
“ 1:16 “t % N/A N/A N/A N/A N/A N/A
“ 1:32 X % N/A N/A N/A N/A N/A N/A
“ 1:64 * * N/A N/A N/A N/A N/A N/A
| 128 & * N/A N/A N/A N/A N/A N/A
“ 1:256 - - N/A N/A N/A N/A N/A N/A
I 1:512 — - N/A N/A N/A N/A N/A N/A
1:1024 - —_ ‘N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A N/A N/A “
1:4,096 - — N/A N/A N/A N/A N/A N/A 4“
1:8,192 - - N/A N/A N/A N/A N/A N/A
1:16,384 _l__ + N/A N/A N/A N/A N/A N/A
| 1:32,768 + 4 N/A N/A N/A N/A N/A N/A
1:65,536 + ¥ N/A N/A N/A N/A N/A N/A
gj\ée;ig:t | : QJ\ Q7 N/A N/A N/A l
(+) Growth () No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)
ND= Not $lalee 2
Recorded By: Date: % j [ 7/ [543)
Approved By /)'J/w UDM “ [ ,W Date: ?) / & a‘! 00

v
/ \ ,

Notice: Proprietary Information - Not for Publication.



Addendum 13/ Datet /21 / oo
Page 5o of

Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_S. pneumoniae __ BSLI¥ 062900Spn6_Population per Tube(CFU’s/mL): 3 :70 ¥ (D

Date Inoculated/Initials: ¥ |l§l vo (i# Date Read/Initials: &% llbl o0 Incubation time (hrs).___20©. 0 '

Positive Control: -+ Negative Control: _—

Product Product Description
Dilution Product: #1, 5% (w/v) [Product: N/A © [Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2 ]
1:2 ND D N/A N/A N/A N/A N/A N/A ]
1:4 X X N/A N/A N/A N/A N/A N/A “
1:8 < ¥ N/A N/A N/A N/A N/A N/A "
1:16 -* X N/A N/A N/A N/A N/A N/A
1:32 N o N/A N/A N/A N/A NA | NA
'f 1:64 * * N/A N/A N/A N/A N/A N/A
" 1:128 X ) N/A N/A N/A N/A N/A N/A
| 1256 — - N/A N/A N/A N/A N/A N/A
1:512 — - | N/A N/A N/A N/A N/A N/A
1:1024 — -~ N/A N/A N/A N/A N/A N/A
1:2,048 - - N/A N/A N/A N/A NA | NA
| 1:4.096 - - N/A N/A N/A N/A N/A N/A
1:8,192 —_— - N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 + + N/A N/A NA | NA N/A N/A
&\;e;ig:t l . <5) \q 1 N/A N/A N/A
(+) Growth () No Growth * Not able to read due to product turbidity Average Endpoint = (Run | + Run 2)

ND = Not De Tz gllbloo 2
Recorded By: 7/\J Aﬁ Date: g / [ (c( v
Approved By: ( W}m DD,&_\ !/LM,@ Date: 6’&1 ’OD

\

Notice: Proprietary Information - Not for Publication.

€ Copyright 1996 by BieScience Laborstanies, Inc. : Form No. 93-1..030
Rev. 5 07/99



Addendum ﬁ Date U/l /oo
Page 577 of (p2

Protocol No. __ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION
=)
& e
Mlcroorgamsm S. pvogenes  ATCC#:__19615  Population per Tube(CFU’s/mL): Z -02$8%:u

Zo—+o 20°ES
Date Inoculated/Initials: %2., a.¢-00  Date Read/Initials: Oin ﬁmtw Incubation time (hrs)?i’:'ﬁ-.-ﬁi@
57. G120

Positive Control: _-}.  Negative Control: _— & Reteedt Dakn. :
Tz 1S-©
Product Product Desériptioh
Dilution
C Product\, 5% Q“‘N) Product: N/A Product: N/A Product: N/A
Lot#: TRLO & 1003y |LotéN/A Lot#:N/A Lot#: N/A
Run 1 Run 2 Run} Run 2 Run 1 Run2 Run 1 Run 2
“ 1:2 e W N/A N/A N/A N/A N/A N/A
l 1:4 X * N/A N/A N/A N/A N/A N/A
1:8 * * N/A N/A N/A N/A N/A N/A
1:16 ¥ * N/A N/A N/A N/A N/A . N/A
1:32 * kN N/A N/A N/A N/A N/A N/A
| 1:64 * 2 N/A N/A N/A N/A N/A N/A
1:128 A ¥ N/A N/A N/A N/A N/A N/A
1:256 - - N/A N/A N/A  N/A N/A . N/A
1:512 - - N/A N/A N/A N/A N/A N/A
1:1024 - - . N/A N/A N/A N/A N/A N/A
1:2,048 - — N/A N/A N/A N/A N/A - N/A
1:4,096 — - N/A N/A N/A N/A N/A N/A
1:8,192 — - N/A N/A N/A N/A N/A N/A
1:16,384 ~ - N/A N/A N/A N/A N/A N/A
1:32,768 + &+ N/A N/A N/A N/A N/A N/A
1:65,536 e + N/A N/A N/A ~N/A | N/A N/A
Average fre3ad N/A N/A N/A
Endpoint
(+) Growth  (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
2
Recorded By: % /U\ QJ Date: 9-1220
Approved By: L(/ ' \,<Qo'c\/ Date: 4-15-C0
V) | }
Notice: Proprietary Information - Not for Publication.
T Copyright 1556 by BioScience Laboratones, inc Form no. 53-L-030
Rev. 5 07/99



A \l»‘*"fal]@
Addendum _ 3o Date_/ Q1/ o0
Page 5% of (¢
. Protocol No.__ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

b
Microorganism:_S. pyogenes BSLI # 040400Spy10 Population per Tube(CFU’s/mL):_{.0L0 x (O
Date Inoculated/Initials: § l,g ‘b‘b Om Date Read/lnitials:ﬁgl [bl po_ Incubation time (hrs): 0. O |

Positive Control: ﬂ: Negative Control: ——

Product Product Description "
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A - Product: N/A “
Lot#: TRCS #100037 |Lot#:N/A i Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Runl Run 2 i Etin 1 Run2 l
1:2 ND ND N/A N/A N/A N/A NA N/A ]
1:4 ¥ ¥ N/A N/A N/A N/A N/A N/A
1:8 * ¥ N/A N/A N/A N/A N/A N/A
1:16 * X N/A N/A N/A N/A N/A N/A
1:32 X v, N/A N/A N/A N/A N/A N/A
" 1:64 * * N/A N/A N/A N/A N/A N/A
“ 1:128 * X N/A N/A N/A N/A N/A N/A
l 1:256 — - N/A N/A N/A N/A NA | NA
1:512 — - N/A N/A N/A N/A N/A N/A
1:1024 —_ - N/A N/A N/A N/A N/A N/A
1:2,048 - -~ ] NA N/A N/A N/A N/A CN/A
1:4,096 - -~ N/A N/A N/A N/A N/A N/A “
1:3,192 + A N/A N/A N/A N/A N/A N/A
1:16,384 + i N/A N/A N/A N/A N/A N/A
1:32,768 + + N/A N/A N/A N/A N/A N/A
1:65,536 + + N/A N/A N/A N/A N/A N/A ]
él\;e;?; | 4090 N/A N/A N/A ]
(+) Growth  {-) No Growth * Not able to read due to product turbidity Average Endpoint = {Run | + Run 2)

| ND= Mot Doe T2 6liblon?
Recorded By: K\'O\\l%ﬁ/ Date: ?] L b I (51®)

Approved Byz( | [\/\\\/\M -CD Q J/WW Date: ) (21 , 00
— {0

\

Notice: Proprietary Information - Not for Publication. )
sience Laboraionies, nc. Form No. 53-1-030

Rev. 5 07/99



Addendum 1AL Date® /&1 /O°
Page 59 of {2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

6
Microorganism: C. albicans ATCC#.10231 __Population per Tube(CFU’s/mL):_{. 42 Soxi0
Date Inoculated/Initials: €}icloo (44 Date Read/Initials: T% § ‘ 'lg! ec Incubation time (hrs);__20. O '

Positive Control: __+  Negative Control: —

Product Product Description " '
Dilution
Product: #1, 5% (wfv) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 |Lot#:N/A A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 Run | Run 2 i Run 1 Run2
( 1:2 N D N D N/A N/A N/A N/A N/A N/A
" 1:4 X X N/A N/A N/A N/A N/A N/A
" 1:8 X > N/A N/A N/A N/A N/A N/A
u 1:16 >~ X N/A N/A N/A N/A N/A . N/A
“ 1:32 X * N/A N/A N/A N/A N/A N/A
{16 * X N/A N/A N/A N/A N/A N/A
“ 1:128 > * N/A N/A N/A N/A N/A N/A
| 1:256 4 + N/A N/A N/A N/A N/A N/A
1:512 + -+ N/A N/A N/A N/A N/A N/A
1:1024 + + N/A N/A N/A N/A nvA | A
1:2,048 + 4+ N/A N/A N/A N/A N/A N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
| 1:32768 4 + N/A N/A N/A N/A N/A N/A
1:65,536 A + N/A N/A N/A N/A N/A N/A
g::le;:ig; <} 7250L N/A N/A N/A
(+) Growth (-) No Growth * Not able to read due to product turbidity Average Endpoint = (Run ] + Run 2)
ND= Not Dowe T 9teloo 2
Recorded By: M k/ Date: Xj le / o
Approved By: \ Date: @J 21 j o0

\

Notice: Proprietary Information - Not for Publication.
© Copyright 1956 by BioScience Laboraionies, Inc.

e




Addendum .E[ Date G /a¢ /oD
Page (Lb of_(c 2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_C. albicans BSLI# 040400Cal Population per Tube(CFU’s/mL);_2-3250 x.1D

Date Inoculated/Initials: ¥ l (5lov %ate Read/Initials: Tg € ‘ mlgp Incubation time (hrs):__ 20.0

+ Negative Control: _—

Positive Control:

Product Product Description TI
Dilution
Product: #1, 5% (w/v) {Product: N/A - Product: N/A Product: N/A
Lot#: TRCS #100037  [Lot#:N/A Lot#: N/A Lot#: N/A »
| Run1 Run 2 Run 1 Run2 Run 1 Run 2 Run 1 Run2
I[ 122 ND N D N/A N/A N/A N/A N/A N/A
“ 1:4 * X | wa N/A N/A N/A N/A N/A
" 1:8 L vy N/A N/A N/A N/A N/A N/A
IL 1:16 % | 4 N/A N/A N/A N/A N/A N/A
1:32 -* X N/A N/A N/A N/A N/A N/A
1:64 X* X N/A N/A N/A N/A N/A N/A
1:128 % * N/A N/A N/A NA N/A N/A Jl
1:256 A t+ N/A N/A N/A . N/A N/A N/A
1:512 4 + N/A N/A N/A N/A N/A N/A
“ 1:1024 + + N/A N/A N/A N/A N/A N/A
“ 1:2,048 + + N/A N/A N/A N/A N/A N/A
1:4,006 + + N/A N/A N/A N/A N/A N/A
IL 1:8,192 + + N/A N/A N/A N/A N/A NA
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + 1 N/A N/A N/A N/A NA N/A
1:65,536 4 + N/A N/A N/A CN/A N/A N/A
Average L ‘ z256 N/A N/A N/A —I
{l Endpoint ED A Sl leny
(+) Growth () No Growth * Not able to read due to product turbidity Average Endpoint = (Run ! + Run 2)
ND= Mot reglivleo
Recorded By: % Date: ? ’ ' b I A
W) LD OJ/U/\w Date:__D[2 {OD

\

Approved By: kgfx

Notice: Proprietary Information - Not for Publication.
C Copyripht 1996 by BioScience Laboraiones, kic. Form
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Addendum ﬂ Date St/ Q1 /oe

Page Wl of {2

Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

Microorganism:_C, tropicalis ATCC#_750___Population per Tube(CFU’s/mL);__{, 255D X 10
Date Inoculated/Initials: ¥ I 16 l ob UM Date Read/Initials: T3 8' te l ¢o Incubation time (hrs):__ 0. D '

Positive Control: __+ _ Negative Control:

Product o ' Product Description
Dilution Product: #1, 5% (w/v) {Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037 [Lo#:N/A Lot#: N/A Lot#: N/A
Run 1 Run 2 Run 1 Run 2 B Run 1 Run 2 Run 1 Run 2
1:2 ND ND NA N/A 1 N/A N/A N/A N/A
|[ 1:4 % X N/A N/A N/A N/A N/A N/A
“ 1:8 X X N/A N/A N/A N/A N/A N/A
fl 1:16 X % N/A N/A N/A N/A N/A N/A
1:32 X * N/A N/A N/A N/A N/A N/A
1:64 % * N/A N/A N/A N/A N/A N/A
1:128 X X N/A N/A N/A N/A NA | NA
“ 1:256 + + N/A N/A NA | waA N/A N/A
I sz + + N/A N/A N/A N/A N/A N/A
1:1024 + + | wa N/A N/A N/A N/A N/A
1:2,048 + + |1 wNA N/A N/A N/A N/A . N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
1:8,192 ‘2 + N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
1:32,768 + 4 N/A N/A N/A N/A N/A N/A
1:65,536 + 4 N/A N/A N/A N/A N/A N/A
l E/;‘vde;ig:t 2 250 N/A N/A N/A
i+) Growth (-)No Growth * Not able to read due to product turbidity Average Endpoint = (Run 1 + Run 2)
= Nt De T‘r. gl lol o0 2
Recorded By ate; gj o I () »)

Approved By: /W(/b [OMM Date: 5/&[ 0o

\

Natice: Proprietary Information - Not for Publication.
[ HR G ;25
L)

y‘B: STIETH DOTRIONIES, 1HiC.
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< Copymignt 1556




Addendum T;l Date & /21 /0
Page (¢ of (4

. Protocol No._ 000622

MINIMUM INHIBITORY CONCENTRATION EVALUATION

‘ L
Microorganism: C. tropicalis BSLI# 121799Ct Population per Tube(CFU’s/mL): 2.50 x10

Date Inoculated/Initials: ZhsluoO"‘\Date Read/Initials: &?llgfuo Incubation time (hrs):_ 26, O ‘

—

Positive Control: __ 1~ Negative Control:

Product Product Description “ '
Dilution Product: #1, 5% (w/v) |Product: N/A Product: N/A Product: N/A
Lot#: TRCS #100037  |Lot#:N/A , Lot#: N/A Lot#: N/A
Run1 Run 2 Run 1 Run 2 Run 1 Run 2 Run 1 Run 2
“ 1:2 ND ND N/A N/A N/A N/A N/A N/A
1:4 Ny A N/A N/A N/A N/A N/A N/A
1:8 X X N/A N/A NA N/A N/A N/A
ﬂ 1:16 X X N/A N/A N/A N/A N/A N/A
“ 1:32 X X NA | NA N/A N/A N/A N/A
1:64 X X N/A N/A N/A N/A N/A N/A
1:128 * X N/A N/A N/A N/A N/A N/A
| 1:256 + + N/A N/A N/A N/A NA | Na 1}
[ 1512 + + N/A N/A N/A N/A N/A NA |
|| 1:1024 4+ + N/A N/A N/A N/A N/A N/A
| 1:2,048 + + N/A N/A N/A N/A N/A ‘N/A
1:4,096 + + N/A N/A N/A N/A N/A N/A
- 1:8,192 + + N/A N/A N/A N/A N/A N/A
1:16,384 + + N/A N/A N/A N/A N/A N/A
“ 1:32,768 + + N/A N/A N/A N/A N/A N/A
l 1:65,536 4 + | NA N/A N/A N/A N/A N/A
Q}\g:zig; <12 5 (p N/A N/A | N/A

(+) Growth  (-) No Growth * Not able to read due to.product mrbiditb Average Endpoint = (Run 1 + Run 2)
D= Not Dm?“b'%’% ™ b 2

Recorded By: | Date: ﬁ(‘aloo
Approved By: [\ f\’VW DD(DW Date: ﬁ fal ! 0 o

A

Notice: Proprietary Information - Not for Publication.







ADDENDUM V

General Data Gathering (Form No. 91-L-002)



Addendum I Date 8 R\ /oo

Page | _of Y
. Protocol No. _© 00 b3
GENERAL DATA GATHERING .
Sponsor: Lonza ,.J—"‘" Subject: ?M?ﬁm‘tu(’lc"ﬂ of teot ?rvc’u.d»
On eack kst dan, & 5% wiv <Solhin of Ha
lest product  wae Ofwfwo‘ oy m.@w%
9.03ra,m,a Q\)}CQ Pmclwd in a éter}h_%{m ‘O,ut.lu;r)
g mamb \DO wel 1:10 sleriLe V\)aiutm UAM%L"'LW
L | |
3 wd o8l3tleo
(T .+ ot il e el ot 20
T‘cs‘zilao
T alzele
I "
‘ B . Sl ‘
Conducted By: A« > -ty _ Date: (s lov gl2¢len 9| egloD

VU’ mw/tl/tw Date: qltgqloo

Notice: Proprietary Information - Not for Publication.

Confidendal/proprietary information of BioScience Laboratories. Inc.. is conuined here in anq may n.o_x' be disclosed. used, made available,
duplicated, or distributed without its prior written consent. Failure 10 observe this may result in Liability for any damages and Losses

:C ;u::?iﬂffmmhv RinSecianecs [ ahnratries. Inc. - EF F E C Tl \/ E Form No. 91-1-002

‘ewed By:




-
Addendum _\  Date & /3| /o
Page _2 of Y

Protocol No. ooob22
GENERAL DATA GATHERING :

Sponsor: __ Lonza . The . _ Subject: Pmpa.ml-{m o f Clalliige ‘SWQ‘W

’ e Qb P

v 10" cPulml

FuoPhriom
W PBS Tnoclums Reoile

ég. {06 mt. Bpth u.k.uu\-u p’b"”‘*ﬁ Table 't)

Alxlo® ceniml

Tt Bal PTAaJua« 0.5ml

4.5ml
res

-\ .2 ey i

. prlicmk ?vur—Pla.lchf _
O O O (d.ll qu,'..u C\cu,pf S.Pru.u._ '
ATec 81303 and Chnlcal 1.,.',_5
O O O ‘6'\' wihidh SPN_._a P}“-‘L‘d \
-3 -4 -5 GN—PW)
¥ S?Nn-d P‘wb.a wheas ard
fr H.nFlaenzar (AT ¥ 194
E and Clon-cal Serlats).
| Te dzflw

MNMAe— “FL  Date: q !IS’UU Q‘“Lﬁloo
4logloD
' m CD(QJ’U"-*QH’ Da(;e: q1alooO
7 \ ,
Notice: Proprietary Information - Not for Publicarion.

Conﬁdenﬁzllpropricmy informarion of BioScience Laboratories. Inc., is contained here in and may not be disclosed. used, made available,
duplicated. or distributed without its prior writien consent. Failure to observe this may result in Liability for any damages and Losses

?i?kmg- merfvf\:oxnt.. NiaCainman 3 ahnoatnrae Tne ) EF F E C T ‘ \/ E Form No. 91-1.-002

...... (S

Conducted By:

+ jewed By:

L H’l—(ﬂ—m ey



Addendum ]  Dae9 / Zl/oo
Page 3 of Y A
Protocol No. _ ©00w 32 / W

/f @ RS{Z&[%

GENERAL DATA GATHERING

Sponsor: Lovnza , e Subject: T‘«»-—:.J-"uf Diluhon Scheng

cal Toolake)

For all spreisa ercept Shephvesceio puumanios (ATEC® 6202 awd Clineal ).

Shephcocons (Guoopnes ( ATEC 9618 and (‘J‘mimﬂ. Qeotate)  Backroideo frnglis

( prec* 25235 awd Cliricad Loodat) ) Haenophdio 2ox (ATZC B qdlt
awl Ch\"b‘:“‘i éq”""'hv) and Protews viivabilis (ATt #7007) tesled o 0%-31-00 onLa'.

3Ok
30mL
N e W W W e Y Ve "

l/’\m/\./—»mn
REERA RN R

@ 20mb 0 U
broth ' .
! o4 U 24 ! aidogy "'“3‘“!
R

. { Peotue olf‘lw’») | 11l

12 . . 1:g 1132 s 151 12043 1x§12

Aitulion * i‘327¢e%

; Lowt al“c‘aa Jtrkws(th‘!cl

4 s.ttvm.k LYWL
e "u.bu (2 P.(..r
Y Chol W}Mﬁ*'{m)
Iy Ea '

AR A

A\
(R L 11 k5,530
124 ‘ !
28 512 .
! s 112048 ire2

1256

Towdimn law WL

A ¥ 0% ceim L

T TDae: ghsleo livles 3)nlew %)b\lU‘D
™ gheloo ) '

ﬂq (DQA VLQ,U Date: 4/19/29

\

Conducted By:

L Jewed By:

N U 1 /
' Notice: Proprietary Informadon - Not for Publication.

Confidential/propristary information of BioScience Laboratories. Inc., is contained here in and may not be disclosed. used, made available,
duplicated. or distributed without its prior wrinen consent. Failure 1o observe this may result in Liability for any damages and Losses

EFFEC T‘\/\: Form No. 91-1.-002

resuiting therefrom.
- . -—- .. . L SN T L



Addendum 3/ Date O /2l /oo

Page H of 4

@ 7 glelo

Protocol No. 000622 / fiyeiet>0) g

R

GENERAL DATA GATHERING .

Sponsor: Loviza , Ince Subject: T'esl';u.q, D. ’wh‘m Schesne
‘ : @)

Fov Sl'refrfvwcw WM (M‘EL # (630D 240 Clins o] M,gl,))
Suspho Coccue MWAL\-U (arec$1ams  guf) Clivied QSodatsd ) -

padevoidis (Arec # 26239 amd C(1iniced )
‘:uvm\aw.«.w Wau ( Arce ® 14t 29 Cluiuall A“,Q,_,(_‘)
'P”HM e edon LS (atee s 2002) Veshed v OflBiiov M@

Trocdvun Bete

Alx.lo"cvu/uL

1.0 vul.-f’maucf' \L
Add t.oml o cach

i Ve
Protir
I

y {
o v
(’%tﬂ:) ‘ 14 l 1:26% ‘ {3024 ' {1403
» 1.3 [:32 {:028 [RXY7S 12 2045 1992 1132708

TV O

vlw 17

L”V ' | B

Performed e da«f&iobﬁ(— ‘Fv eacih ﬁgw wersws tach W

%/_’\__’/L Hrdae- , reswlbicg in Tinal produck dilihions of 114 Hhne [1146,550,
hOowmi -
- Ve Vel

\d i scard

HOmi

5 T T Ve

é A\Q,M% o ndfd T oae ™™ qjial00

- Notice: Proprietary Information - Not for Publication.
Confidendal/proprietary informartion of BioScience Laboratories. Inc.. is contained here in and may not be disclosed. used, made available,
duplicated, or distributed without its prior wrizen consent. Failure to observe this may result in Liability for any damages and Losses

Conducted By

«  Jiewed By:

resulong therefrom. EEFECTIVE Form No, 91-1L-002

) Date: $l|€|& glidee  Thaleo  $lztlod
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ADDENDUM VI

Equipment Logs
- Equipment Tracking Forms (Form No. 98-L-007)
- Water Bath Temperature Recording Form
(Form No. 95-L-007)
- Incubator Log Forms (Form No. 96-L-008)
- Refrigerator Log Forms (Form No. 96-L-015)



Addendum ML Date 4 /2 / o0

. Page_ | of 13
' . Protocol No. _006( .o~
EQUIPMENT TRACKING FORM
Test Date: _l1S|e0 Procedure: Tecting, ( Mic - 15 Wt(;)
. @) ;
Continuously Adjustable Pipette(s), 204! - 200 ] Capacity: 491205 {£ips: DG L1 3 7-
Continuously Adjustable Pipette(s), 1001 - 10001 Capacity: 220504 191204 (+ips: Do LIqU|13 T-
Positive Displacement Pipette(s): _ 410203 a1 0‘4 000503 (Tigo ! Gilsen Bafch* B 003092 ;s)
Vd

Portable Pipetter(s): 47120

Vortex Mixer(s): __491002 , 950(03

Electronic Timers: __N (A

Autoplater: _N /A

(Other) _20° cc Sunmnego  : &c&nbtﬂkmﬁrvv‘fﬁ??!l?g
(Other) ZsmLpolg;gﬁ vag\ ¢ 2309902

(Other) Geottles . D ol Auzt T-20-¢&8
(Other) _ Test hobies D U 41127 $)gloc, D L2 AN127 8]7!cc D& Ll auzr 7l
(Other) Pebri Diolies [ Arican Pedeion ?'n‘»('“s ) loF* vo26% ‘?oc,

(Other) ___Nia 7 glislon

(Other)

(Other)

(Other) .V,

(Other) slevile 6rndualed C‘g& DG L2 _anz7 L7l oo
(Other) slevile bealker : DPa LI anz?y glozleco

(Other) Mcmu Palorcs B Q30409 %@ﬂshslm
Vo Vien ¢ Abbett Lot ¥ 58 -842-48-2 Exp. Ioi-4z

o
Date: '5"! 1S oo
R / / -
Reviewed by: —__~———— e, < Date: 77/ s /d?/

Approved by;.. ' | /)f-\ /)/ m ’hlo,mw Date: qfyq/e0

Notice: Proprietary Information - Not for Publication.
Confidential/propri formation of BioScience Laboratories, Inc., is contained here in and may not be disclosed, used, made available,
duplicated, or distributed without its prior written consent. Failure to observe this may resuit in Liability for any damages and Losses resulting

i Form No. 98-1.007

© Copynight 1998 by BioScience Laboratories, Inc.
EFFECTIVE ~ Revd 1
2]a}98



Addendum E Date /oo

n——— Govvan—— n——

\ Page _2 of {3
\ : Protocol No. __ 9200 bd X
EQUIPMENT TRACKING FORM
Test Date: __&lioloo Procedure:  Mic (Te SL‘MQ - b buao)
0 0

Continuously Adjustable Pipette(s), 20ul - 200 ul Capacity: _ 441205 { «E‘,,,r,'. pe Ll auzg 1-z24 g;g

Continuously Adjustable Pipette(s), 1001 - 100041 Capacity: _341204 | 0coSot (Kpo: DGLLAM3 12}

Positive Displacement Pipette(s): __ covSo> aTued 470203 (£ po" Gikgn Bakd? Bcd'?;oq 3
Portable Pipetter(s): _ 411206 ‘
Vortex Mixer(s): __94 1003 98103
Electronic Timers: __N /4

Autoplatex::u N/a

n

(Other)sk 5w ‘Dl‘q_gik'.-,. :fk?mhLC—) lot ¥NcorRoc

©ther)_Pehv: Dishar — (Amavicar Precisdon Prashies) [e7 % 00262900

(Other) N/A — »
(Other)

(Other) Tz 2libjoo

(Other) ¥ :

(Other) _skevile wistes wokine  (Abbett *58-343-48-2 Eyp. | Nov 2¢02)

(Other) _tesk hobas (sknle) ;D& 1191127 glalon 3 Do 1 4421 Rglep
reri e 4 : '

(Other)(%.s.mz Pactes (V(,Q&\ lo+ 2 23099021

(Other) _Botloskrile D&r « L{ 4127 _7-20-¢D

(Other) Mewter Bolawa . # d30409
(Other) _Gvaduated c%,x*w,qwbé Li 91127 & i~ oo

2s)

(Other) Beoker vile « DG Ll ql\z] T-28-¢cD
Recorded by: { LE IML—-/ Date: Y“b‘ﬁ‘D

- S
Reviewed by: __ - T e Date: 7 ‘// 2>

Approved by:.- . L%‘m D@l’\ﬂw " Date: 9191

Notice: Proprietary Information - Not for Publication. )
Confidential/proprictary information of BioScience Laboratories, Inc., is contained here in and may not be disclosed, used, made available,
duplicated, or distributed without its prior written consent. Failure to observe this may resuit in Liability for any damages and Losses resulting

therefrom.
Form No. 98-1-007

OCOP’"gh SESE) ev,




Addendum ’I!: Date Q@ /2y oo

. Page _2 of 1>
| : Protocol No. _ 000 @ 30+
EQUIPMENT TRACKING FORM
Test Date: __€lt7lom Procedure: __ e hiis ( MU = 16 bugs)
AY ] 0 -4

Continuously Adjustable Pipette(s), 201 - 200 I Capacity: qapcS  (+ips b DG L1 Gu2E - 2L-00)
(+ps: DG L1413 P-zi-c

Continuously Adjustable Pipette(s), 1001 - 1000 Capacity: _evvsod, 941204
i -En leonm

Positive Displacement Pipette(s): _471104 , ecosv3 HA702¢3 (Epo: Bad okl ® 5003 89 2as
i @ N-2irtvo - :

Portable Pipetter(s): Q71200
| Vortex Mixer(s): 991003 A%io3

_Electronic Timers: _MN /A

Autoplater: __ N [ A
(Other) \
(Other) Teg-17~eO .
(Other) A
(Other) v .

(Other) St Pipetres (Slerdls) Kimmre lod® N ozo¥OC

Other)_Peinci Didory (sleils) Awsricotracisnlladhies (o ™ pvnugice
(Other) _test brbaes (sherils) DG Lt airzd 8’(4'“!06“‘1“2‘] %v(('ov./p(:,Lz 4027 8- Ao
(Other) BeHeo , Skrite. . D& L2 AU27 7-24-20

(Other)_2%5 mt Pipelles (Shml) viwr {of B 2304902

(Other) Skevile bl \fgn \L\A—C'gzue’*— { Mol ) lot ® 58 -8y42 -:rr%» 2 Exp. iNov2oez
(Other) _Metter balaw ce: # 930409 & 114 2dco

(Other) Gruduwated Colinder [ Slevile D& Lt anz?  $h5les

(Other) _lacolcey slevile : DG Lt _anzz  1|2¢(co

Recorded by: / 'L’L\(LLS}LQZWW : Date: __ % '!7’0‘0

e

L Date: 9//$ s

Reviewed by: __ ~—~—m

Approved by: _ ' (\,\j-/)»\ﬂ/] @J@U o Date: 9119/ 0c

Q Notice: Proprietary Information - Not for Publication.
Confidential/proprietary infprmation of BioScience Laboratories, Inc., is contained here in and may not be disclosed, used, made available,
duplicated, or distributed without its prior written consent. Failure to observe this may result in Liability for any damages and Losses resuiting

therefrom.
Form No. 98-1..007

© Copyright 1998 by BioScience Laboratories, Inc.
EFFECTIVE ~ ™=@ =
al9&




Addendum 7+ Date __/2i /oo
Page 4  of _I3
' _ Protocol No. __ 800629~

EQUIPMENT TRACKING FORM

Test Date: § 1€ |00 | Procedure: ‘T?S‘l‘w\o (M -3 }91\4'50)
5

Continuously Adjustable Pipette(s), 20u1 - 200 ul Capacity: _Z7/Zc < 67;?5 Do 2y Guid ?/2(/=°)
Continuously Adjustable Pipette(s), 1001 - 10001 Capacity: _77/20¥, oeop 0y (285 Db ey Surs P_/é,'é}

Positive Displacement Pipette(s): _92/0v_¢ 70702 20553 C 2 53'3352_ Fap ,)) T2 228l oo

Portable Pipetter(s): _ $4cp0Z
Vortex Mixel;(s): 251002, F82103
Electronic Timers: A

Autoplater: rA

(Other) Smtplrer Sy Ao (W) T3 al2¢lop
(Other) Bues Disars. e, e ot oorasTou

(Othen) T Zuns D% ) 27 /e

(Other) 285m & Bumus : X% ) 2 927 2/24/

(Other) 25 2 £opet t PR 230 Fezd

(Other) | i

(Other) [ e

(Other)

{ Lo
(Other) \'/‘Wl :
(Other) __Stecitle waxuﬂf}—nm‘%/—inﬁ _Abbett Jot ® 58-842-4B-2
(Other) _Mettes fralac.e G 30409 Exp. | Nov 2002

(Other) G‘Vad“a}(A CV\Z"A&&-M , 6‘(;/:'.& DG LI quz7 g-17-6v
U ?
(Other) _Pealer, Slevile . Do Ll9tiz7 =15 -0v

Recorded by: = /LZ ' Date: _ /%4> X'Iﬂm

Reviewed by: _ e = Date: 7// 5/%@

Appfovedb!i' ' O’\/V)/M% QW pate: __9119[p0

Notice: Proprietary Information - Not for Publication. ]
Confidential/proprietary information of BioScience Laboratories, Inc., is contained here in anfi may not be disclosed, used, made available,
duplicated. or distributed without its prior written confent. Failure to observe this may result in Liability for any damages and Losses resuiting

therefrom.
Form No. 98-1..007

© Copyright 1998 by BioScience Laboratories, Inc.
EFFECT'VE J Rev. 1 11/98
EYFALE




Addendum _ YU _DateS /2! /oo

\ Page _ 5 of I3
\
: Protocol No. ___ o006 (22
EQUIPMENT TRACKING FORM
Test Date: __§-3)-00 Procedure: TTeshiae  myc
J
Continuously Adjustable Pipette(s), 20u1 - 200 ul Capacity: 351205 ¢ i Do LT Sy §Geo)

Continuously Adjustable Pipette(s), 1001 - 1000u1 Capacity: 11204, coosps { :3'5-’: 23 L1_gi2n e-M
'| Positive Displacement Pipette(s): 37104 { digs! Cilson mebot = ﬁﬁ; P Soosequs)
Portable Pipetter(s): _Q 0502 :

Vortex Mixexfs): 358 tec 2

Electronic Timers: N4

Autoplater: N1A

(Other) _Rotfies D 12 quzo_ $1roo

(Other) Jest 4. bes 'DPay, 21 _Freeo | De u N1 §ifeo
(Other) _Tedsi Drshes : A:cr'.q: Qr‘s:m'.. Peslsen to¥® oo 90
(Other) 251 Qipefte ' VWR prend 101® 2309902

(Other) Serle Becker : T Ll _Syz7  &)5e0
(Other) K Mother i - Gmoycy
(Other)@ﬁ}:r/ Steeile héu_ie_r-sor-lfr»:qc.ﬂ/or Mbott 1o s¢ -4t uB-2  E.p INev zos2
(Other) - ' : ©

(Other)
(Other)
(Other)
(Other)

(Other) v : 0
Recorded by: 4_— My Qu&) Date: & 31-ee

'.;-ou

-t KT

- / ‘// ' N
Reviewed by: __—_~— Dt < Date: S/ /5 L

Aprdved b_)_'_:' " {L\WDMV\/Q«QP Date: 4{14lvo

Notice: Proprictary Information - Not for Publication. ) .
Confidential/proprictary information of BioScience Laboratories, Inc., is containcd here in and may not be disclosed, used, made available,
duplicated, or distributed without its prior written consent. Failure to observe this may result in Liability for any damages and Losses resuiting

therefrom. Form No. 98.1.-007

© Copyright 1998 by BioScience Laboratorics, Inc. ,
EFFECT‘VE Rev. | 11/98
a]al98




Addendum ,;Qz Date_9 /2.1 1 /oo
\ Page {p of _|D>

Protocol No. 00 GI2

EQUIPMENT TRACKING FORM

Test Date: ___9-¢-co Procedure: "~ Testine (ic)
J

| Continuously Adjustable Pipette(s), 201 - 200 v Capacity: 9205 [ fos: Dg {2 9uz) g:%-e0)
Continuously Adjustable Pipette(s), 1001 - 100041 Capacity: Saized, 970204 ( Dc, L n27 gigoo )
Positive Displacement Pi &ette(s) S04 (1 ps: Clsor gg}ck “* 2 o0 3 692z 5)

Portable Pipetter(s): ﬂ__g—n\’ AgoLoz

Vortex Mxxer(s) : " Csl:i‘l 062

Electronic Timers: N4

Autoplater: N A

(Other) __Bottes : Q L2 SQuzz  §i7-e0

(Other) Test +bes N 'Dq _Ly 9027 Figod Tr Lz  Geuzz

(Other) ?e;t: Dsks An crlemm /Orec.'s,‘oh ,0/;5},'4.1 Jo? FF 5026806

(Other) _Sece Bk er : % LI M27T . g.0a

(Other)_Sood Zoe#e  : Kinble wt# orr oiccocoy

(Other) M tle~ Balance : Goyvos B SFes

(Other) Stectle »wd«-&r-l‘rj«}@ Abbo ot sx-guz-48-2  Fup 1 Nov zoo:

(Other) N (A

(Other) | /5—5%06
(Other) I
(Other) /
(Other) ‘
(Other) v :
Recorded by: (l/‘:— M V-—%JUQQ Date: __G-§<20
Vi
Reviewed by; __ ———" <=—TC Date: "7-/ s Tir

Approved by {)/\/)/m \> Q)/\, MM Date: 9119 (O )

Notice: Proprietary Information - Not for Publication.
Confidential/proprie mfonmmon of BioScicnce Laboratories, Inc., is contained here in and may not be disclosed, used, made avaiiable,
duplicated. or distributed without its prior written consent. Failure to observe this may result in Liability for any damages and Losses resulting

therefrom.
Form No. 98.-1.-007

© Copyright 1998 by BioScicnce Laboratories, Inc. }
EFFECTIVE e
a/algg




EFFECTIVE

Addendum 3L Date 9721 /o
Ljoulg Page T of 13
\ .
\

Protocol No. __ cog o2 2-

WATER BATH TEMPERATURE RECORDING FORM

Laboratory: Lr-vibro ' Water Bath Serial Number: _g3c0g:/

Water Bath Operating Temperature Range: 47° + 2°C Thermometer Number: __ r7- 97,00,

— ]

]

Project Notes (Initial and Date After Note): N/A T 9-19-0D

Reviewed By: ( { Qa’é_/ Date: Oﬁ‘,lgic:e

pprovedBy: kQ{ /OLM ‘DW Date: a9 loo

Notice: Propnetary Information - Not for Publication.
Confidential/proprietary information of BioScience Laboratories, Inc., is contained here in and may not be disclosed, used, made available, duplicated,

or distributed without its prior written consent. Failure 1o cbserve this may result in Liability for any damages and Losses resulting therefrom.
™ Farvrioht 1006 hy RinScience | aharatnrise ne Form No. 95.1.-007




]2’ 3cr/m

Notice: Proprietary Information -
Contfidential/proprietary information of BioScience Laboratories. Inc.. is con
dupticated. or distributed without its prior written consent. Failure to observe

theretrom. © Copynght 1996 by BioScience Laboratories. Inc.

AQQERAMIL o e
Page ¢ of 12
\ Protocol No. __ oeocr 2
\ INCUBATOR LOG FORM
BSLI No. 91101
: . ' . . ‘ I
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Overview.of Benzethonium Chlioride (BZC) Studies

Following its review of the BZC safety studies submitted by Lonza Inc., FDA scientists asked
Lonza to conduct a rat pharmacokinetic study in whi;:h BZC was applied dermally in the form of i
an aqueous solution. This study was requested since BZC was administered dermally as a
solution in ethanol in the National Toxicology Program (NTP) studies but will be used in water
based formulations in commercial products. Lonza agreed to attempt such a study by the dermal
route of administration but stated its concern with being able to achieve quantifiable levels of
radioactivity in the blood because BZC is not a good candidate for skin absorption due to its
cationic nature and because the skin irritation properties of BZC limits the total dose that can be
applied. To address this issue, Lonza also volunteered to conduct a set of in vitro dermal
penetration studies to define the potential for BZC to penetrate rat and human skin either as a

solution in water or 95% ethanol.

In both sets of studies, a 1% (w/v) concentration of BZC was evaluated. This concentration was
selected because (i) it represented the “average” concentration evaluated in the NTP studies; (i1)
it represented a typical concentration for commercial products and (iii) it represented the |
maximum concentration of BZC that could be applied on a repeated basis to the skin of the
Fisher 344 rat without producing more than slight skin irritation. Also, in order t§ maximize the

sensitivity of the analytical results, 1C-BZC of high specific activity (40.16 mCi/mmole) was

used in both sets of studies.

TEN-12BH - RPTy



The skin penetratién studies were successfully completed and showed that less than 1% of the
applied 4C-BZC was absorbed through human skin as either_a water or ethanol solution
(Inveresk Study No. 18751). The results of the studies conducted with rat skin showed that 5.05
and 4.73% of the applied dose of *C-BZC was absorbed in the water and alcohol based dosing

solutions, respectively.

Two preliminary studies were completed in an attempt to conduct the rat pharmacokinetic study.
In the first preliminary study, it was confirmed that a 1% aqueous concentration of BZC
represented the maximum cqncentration that could be applied without producing more than
slight skin irritation (Baxter Study. No. 10797). The second preliminary study was designed to
determine the time course of appearance and disappearance of radioactivity in the blood of
Fisher 344 rats following dermal application of a 1% aqueous coﬁcentration of "*C-BZC (Baxter
Study No. 10936). In this study, approximately 8% of the applied radioactivity was recovered in
the urine and feces I( 0.37% in urine and 7.3% in feces) over the 48-hour study period; however,
quantifiable levels of radioactivity were not found in the blood at any of the sampling intervals.
Since the design of the preliminary study represented a worse-case exposure scenario in terms of
BZC concentration, dose volume and total amount of radioactivity that could be applied, it was |
unlikely that the design of the definitive toxicokinetic study could have been modiﬁed from that
used in the preliminary toxicokinetic study such that quantifiable levels of radioactivity could

have been observed. Therefore, the definitive study was not undertaken.



While the definitive study was not undertaken, the results of the preliminary pharmacokinetic
study along with the findings from the in vitro skin penetration studies clearly show that
administration of BZC in the form of an aqueous solutibn does not represent a situation where
BZC has a greater potential to penetrate the skin of rats or humaﬁs when it is administered as a
solution in water versus a solution in ethanol. The results of the skin peﬁetration studies also
show that potential systemic exposure in humans to dermally applied BZC inth

it is intended to be marketed is very low.
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Statement of No Data Confidentiality Claims

No claim of confidentiality is made for any information contained in this study on the
basis of its falling within the scope of FIFRA § 10(d) (1) (A), (B) or (C).

These data are the property of Lonzagroup and as such, are considered to be
confidential for all purposes other than compliance with FIFRA Section 10. Submission

of these data in compliance with FIFRA does not constitute a waiver of any right to
confidentiality which may exist under any statute or in any other country.

Company: O%ﬁ ?&W]
Company Agent:%;ﬂd_% (/( // i Jﬂ—/@
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Complianée with Good Laboratory Practice Standards

The study described in this report was conducted in accordance with the OECD
Principles of Good Laboratory Practice as acceptable to the United States of America
(EPA) as per 40 CFR 160 and Japan (MHW, MAFF, MITI) under the memorandum of
understanding with the UK GLP Monitoring Authority. The study was conducted
according to the procedures herein described and this report represents a true and
accurate record of the results obtained. :

Date:  O¢ Octvber 7000

C S Roper BSc PhD
Study Director
inveresk Research

Date: 0 ) @C’)ZG-M/ 0@9‘0
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Quality Assurance Statement

The conduct of this study has been subjected to periodic inspections by the Inveresk
Research Quality Assurance Unit. The dates of inspection are given below.

Date of QA Inspection Phase Date of Report To Management/SD
10 April 2000 Protocol Review 12 April 2000
17 April 2000 Dose Preparation Review/Dosing/ 19 April 2000
Protocol Compliance
25 April 2000 Barrier Integrity (Rat) 27 April 2000
26 April 2000 Skin Washes 27 April 2000
03 July 2000 Audit of Draft Report 04 July 2000
04 October 2000 Audit of Final Report 04 October 2000

The report has been audited by the Quality Assurance Personnel according to the
appropriate Standard Operating Procedure(s). The report is considered to describe
accurately the methods and procedures used in the study. The reported results
accurately reflect the original data generated during the study.

*

Signed: __ Joue Pbum#e' Date: _c+ Ccbkeber zocco
(Quality Assurance) -
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1 Summary

[*C]-Benzethonium Chloride was applied at a concentration of 1.0% (w/v) in
water and ethanol:water (955, v/v) vehicles, to human and rat dermatomed
skin membranes in vitro using a flow through diffusion cell system. The
formulations were applied to skins at 10 yl.cm™ giving the nominal dose levels
shown in the table below. Receptor fluid (tissue culture medium with
ca 4% bovine serum albumin maintained with 5% CO; in O;) was collected
hourly for 0-6 h post dose and every other hour from 6-24 h post dose. The
underside of the membrane was washed with receptor fluid to remove
absorbed material that had not been collected into the receptor chamber. The
unabsorbed material was collected using ca 10 ml 2% soap solution. The
donor and receptor chambers were also rinsed with receptor fluid. The skin
surface was dried with tissue swabs to remove any residual material. These
swabs were added to the soap prior to analysis. The swabs were later
removed, dried and analysed by combustion. The stratum corneum was
removed by a minimum of 5 successive tape strips. Radiolabelled material
was extracted from the tape by mixing with Soluene-350 tissue solubiliser and
methanol. The non dose site skin immediately adjacent to the dose site was
collected to determine the amount of radioactivity that diffused laterally after
penetration through the stratum comeum. The dose site skin was sealed in
cling film and divided into epidermis and dermis by heat separation and all
skin samples solubilised in Soluene-350 tissue solubiliser. Total unabsorbed
material was the sum of the skin wash, cell wash, stratum comeum, cling wrap
and epidermis (the epidermis is assumed to contain material associated with
the stratum corneum which was not removed by tape stripping). Total
absorbed material was the sum of the dermis, non dose site skin, receptor
rinse and 0-24 h receptor fluid.

The cumulative flux, total penetration into receptor fluid and total absorbed
material for both species are presented in the foliowing table.

Formulation Water Ethanol:.water (95:5, v/v)
Nominal Dose (ug.cm*®) 100 100

Species Human Rat Human Rat
Cumulative Flux (pgequiv.cm®) 0.03 0.15 0.03 0.31
Receptor Fluid (%) 0.03 0.15 0.03 0.31
Penetration (%) 0.03 0.16 .. 0.29 0.32
Dermal Delivery(%) 0.64 5.056 : 0.22 4.73

For both formulations applied to both human and rat skin, penetration was
very low.

The penetration and dermal delivery of ["“C}-Benzethonium chloride was
higher in the rat than human for both formulations. Compared to the human,
total absorption was 7.8-fold greater in the rat for the water formulation and
10.1-fold greater for the ethanol:water (95:5, v/v) formulation. Dermal delivery
was 7.9-fold greater in the rat for the water formulation and 22-fold greater for
the ethanol:water (95:5, v/v) formulation. Penetration into the receptor fluid

7
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was 5-fold greater in the rat for the water formulation and 10-fold greater for
the ethanol:water (95:5, v/v) formulation than for the human skin. This was the
same for penetration (receptor fluid + receptor rinse for the water formulation)
but there was no difference in penetration (receptor fluid + receptor rinse)
between human and rat in the ethanol:water (95:5, v/v) formulation.

In conclusion, ['*C]-Benzethonium Chioride poorly penetrates human and rat
skin in both test formulations; water and ethanol:water (95:5, v/iv). Total
absorption also was less than 1.0% in both test formulations with human skin.

However, total absorption increased to approximately 5% of the applied dose
in both test formulations with rat skin.
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2 Introduction

Benzethonium Chloride is currently under development as a topical
preparation. As part of the safety evaluation of the product, a study was
conducted to assess the rate and extent of absorption of Benzethonium
Chloride following topical application to rat and human skin at a concentration
of 1.0% (w/v) using water and ethanol:water (95:5, v/v) as vehicles.

The study was conducted at Inveresk Research according to
Protocol No. 167879.

Key dates in the conduct of this study were as follows:

Study Initiation: 04 April 2000
Experimental Start Date: 07 April 2000
Experimental Completion Date: 03 June 2000
Study Completion Date: See Authentication page for date of Study

Director’s signature (page 3)

All data generated and recorded during this study, including a copy of the final
report, will be stored in the Scientific Archives of Inveresk- Research for 5
years after issue of the final report. At the end of the 5 year period the
Sponsor will be consulted regarding the transfer, disposal or continued
storage of raw data. '

This study was conducted to comply with.

(a) COLIPA. Cosmetic ingredients: guidelines for percutaneous
absorption/ penetration. COLIPA, Brussels, 1995.

(b) OECD Guideline for testing of chemicals. Draft OECD guideline,
dermal delivery and percutaneous absorption: in vitro method.  Draft
document, June 1996.
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3.1.1

3.1.2

Experimental Procedure
Materials

Wizard Laboratories, West Sacramento, CA, USA, supplied the
[C]-Benzethonium Chloride, Batch No. 000407. (1 mCi) with a stated specific
activity of 40.16 mCi.mmol" and stated radiochemical purity of 97.54%. The
supplied material was stored at Inveresk at ca -20°C in the dark. A copy of the
supplied product information sheet is given in Appendix 1.

Lonzagroup supplied the non-radiolabelled Benzethonium Chioride
(Hyamine 1622), Batch No. 80102, Lot No. 8K0909 (ca 25 g) was stored at
Inveresk at room temperature in the dark. A copy of the supplied certificate of
analysis is given in Appendix 2.

Carbo-Sorb® CO, absorbing fluid and Permafluor®E* scintillation fluid were
used in conjunction with the Packard Tri-Carb 306 automatic sample oxidiser
and were supplied by Canberra Packard Limited, Pangbourne, UK.

Spec-Chec™'C, used to estimate efficiencies of combustion, was supplied by
Canberra Packard Limited, Pangbourne, UK.

Quickzint liquid scintillation fluid was obtained from Zinsser Analytic,
Maidenhead, UK.

All other materials were supplied by Inveresk Research.
Human Skin Samplgs

Human breast and abdominal skin samples were obtained from the Plastic
Surgery Unit, St Johns Hospital NHS Trust, Livingston, UK. Full thickness skin
was obtained, cleaned of subcutaneous fat and connective tissue using
scalpel blades, scissors and “blue roll” tissue paper. The skins were washed
in cold running water, dried, cut into smaller pieces (where appropriate),
wrapped in aluminium foil, put into self sealing plastic bags and stored at

ca -20°C until required. The age and sex of the donor and site from which the

skin was taken were recorded. The sample details are as shown in
Appendix 3.

Rat Skin Samples

Adult male and female Fisher F344 rats were obtained from Charles River,
UK. The male and female rats weighed 200-203g and 146-153 g,
respectively, on arrival.” The animals were maintained in the laboratory
environment to acclimatise for 2 days prior to sacrifice by CO, narcosis and
cervical dislocation. The animals were weighed immediately after killing (male
208-232 g, female 153-164 g). The fur on the dorsal skin was clipped using
hair clippers (Wella) and the skin excised using scissors. The skins were laid

/
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3.1.3

3.2
3.2.1

out on aluminium foil (stratum corneum uppermost) and the skin divided into

- two down the mid-lateral line. Each piece was wrapped in aluminium foil and

stored at ca —20°C until use.
Preparation of Dermatome Skin Membranes

When required, human or rat skin samples were removed from ca -20°C
storage and allowed to thaw at room temperature. The full thickness skin
thickness was measured using a micrometer. Dermatome membranes were
prepared by pinning the full thickness skin, stratum corneum uppermost, onto
a raised cork board and cutting at a setting equivalent to ca 400 um depth
using a Zimmer electric dermatome. The membranes were then laid out onto
aluminium foil and the thickness of the membranes measured using a
micrometer. - The full thickness and dermatome membrane thickness of
membranes are given in Appendix 4.

Analytical Procedures
Radiochemical Purity of ['*C]-Benzethonium Chloride

The radiochemical purity of ["C}-Benzethonium Chloride was determined by
HPLC prior to dose preparation using the following equipment and conditions.
The chemical authenticity of the radiolabelled test material was confirmed by
co-chromatography with the non-radiolabelled material.

Eguipment

HP 1050 Series HPLC System

Gilson 231 Sample Injector

Canberra Packard Radiomatic™ Flo-one®™Beta, Flow Scintillation Analyser
(Model 150TR).

Conditions
Column: Alltima C18

(250 mm x 4.6 mm, 5 ym)
Mobile Phase: Solvent A = Acetonitrile:water (7:3, v/v) with 0.5% TFA
Solvent System  Time (min)  Solvent A (%)
(Isocratic) 0 100

30 100

Flow rate: 1 ml.min"’
U.V. Detection: 254 nm
Column Temp.: Ambient
Scintillant: Ultima-Flo™ M

Data Collection: LabSystems Vax Multichrom Version 2.30b
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3.2.2
3.2.2.1

3.2.2.2

3.2.2.3

3.3

A representative HPLC trace is presented in Appendix 5. The radiochemical
purity of [**C]-Benzethonium Chioride was determined to be 97.6%.

Preparation of Dose Formulations
Preparation of Stock Solution of ['*C]-Benzethonium Chloride in Ethanol

The [*C]-Benzethonium Chloride was mixed with 1 ml ethanol to prepare a
ca 1 mCi.ml" solution. The radioactive content was confirmed to be 117% of
the target concentration.

Preparation of ['*C]-Benzethonium Chloride in Water Formulation

An aliquot (156 pl) of the stock ethanolic solution of ["C]-Benzethonium
Chloride was transferred into the dose vial and the solvent removed under
nitrogen gas. Benzethonium chloride (8.39 mg) was weighed into the dose
vial and 1.014 ml reverse osmosis water added. The dose vial was mixed for
ca 10 seconds.

Seven 6.4 i aliquots were taken and the radioactivity content determined by
LSC. The concentration of this dose formulation was calculated to be
10.21 mg.mi” (1.02% wiv), which was 102% of the target dose concentration.

Preparation of ["*C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v)
Formulation

A 95% ethanol:water solvent was prepared by mixing 9.5 ml ethanol with
0.5 ml reverse osmosis water.

An aliquot (156 pl) of the stock ethanolic solution of [“C]-Benzethonium
Chloride was transferred into the dose vial and the solvent removed under
nitrogen gas. Benzethonium chloride (8.57 mg) was weighed into the dose
vial and 1.032 ml of the ethanol:water (95:5, v/v) added. The dose vial was
mixed for ca 10 seconds.

Seven 6.4 pl aliquots were analysed by LSC. The concentration of this dose
formulation was calculated to be 10.21 mg.ml™ (1.02% wi/v), which was also
102% of the target dose concentration.

Flow Through Diffusion Cell Apparatus

An automated flow-through diffusion cell apparatus (Scott/Dick, University of
Newcastle, UK) was used (see photograph on p 15). The flow-through cells
were placed in a steel manifold heated via a circulating water bath. The skin
surface temperature was 294-316°C. The cells were connected to
multi-channel peristaltic pumps from their afferent ports, with the receptor fluid
effluent dropping via fine bore tubing into scintillation vials on a fraction
collector. The surface area of exposed skin within the cells was 0.64 cm®.
The receptor chamber volume was 025 ml. The peristaltic pumps were

)
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3.4

adjusted to maintain flow rate ranging from 1.37t0 1.57 mi.h'. The
temperature and relative humidity of the laboratory was measure throughout
the study. Details can be found in Appendix 5.

A Photograph of the Flow Through Diffusion Cell

The receptor fluid used for the water and test material permeability
measurements contained bovine serum albumin (ca 4%, w/v), glucose
(ca 1%, w/v), penicillin G (100 units/ml) and streptomycin  sulphate
(ca 75 units/ml) in modified Earles medium. The atmosphere above the
receptor fluid in the receptor reservoir was maintained with Carbogen (5% CO»
in Oy) in order to maintain the pH and oxygen content of the receptor fluid.

Barrier Integrity Assessment

Sections of dermatomed skin membrane, ca 1.5 x 1.5 cm, were cut out,
positioned in the receptor chamber of the diffusion celis and the donor
chamber tightened into place with screws. The cells were then placed in the
heated manifold and connected to the peristaltic pump. An equilibration
period of ca 15 min was allowed while receptor fluid was pumped through the
receptor chambers at ca 1.5 mlh?'. The effluent was then collected for
ca 30 min and retained for LSC analysis for use as a blank sample.

Tritiated water (250 I, equivalent to ca 300,000 d.p.m.) was applied to the
surface of each skin sample and the donor chamber occluded using a cap.
Penetration of tritiated water was assessed by collecting hourly fractions for
2 h and analysing the fractions by LSC. Permeability coefficients (Kp) were
calculated for each skin sample. Any human or rat skin sample exhibiting a
Kp greater than 2.5 x 10 cm.h™! was excluded from subsequent absorption
measurements. Appendix 7 gives the cross reference of skin sample number
and donor and its corresponding tritiated water permeability coefficient (Kp).
At the end of the 2 h period, residual tritiated water on the skin surface was
removed using a tissue swab and the skin rinsed with ca 2 ml water.
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3.5

3.6
3.6.1

3.6.2

Application Information

An equilibration period of ca 2 h was allowed prior to collection of a predose
sample from each cell for a period of ca 30 min. Each formulation was applied
over the stratum corneum surface using an M25 Gilson Microman positive
displacement pipette set to deliver ca6.4 ul.. To accurately quantify the
radioactivity applied to the skin samples, 7 aliquots of test formulation were
dispensed directly into scintillation vials for mock dose determination. The
donor chambers were left open to the atmosphere. '

Sampling Information
Receptor Fluid

Receptor fluid was collected in hourly fractions from 0-6 h post dose, then
2 hourly fractions from 6-24 h post dose.

Terminal Procedures

At the end of the 24 h period, each cell was disconnected from the receptor
fluid pump lines. The underside of the skin was washed (receptor rinse) with
ca 1-2 mi receptor fluid, which was mixed with ca 10 m! scintillant and
analysed by LSC. The receptor rinse represented absorbed material which
was in the receptor chamber, but which had not been collected into the 24 h
receptor fluid fraction.

The skin surface was washed (skin wash + swab) with ca 4 washes of a
ca 2% soap solution (SC Johnson Professional General Purpose Neutral
Cleaner, Johnson Wax Limited, UK) using a Gilson pipetteman P5000 set to
deliver 2.5 ml. Each wash was aspirated with a 1 ml disposable pipette. This
wash was collected into a pre-weighed pot. The disposable pipette was
transferred to a pot and retained as part of the cell wash. The receptor
chamber was removed from the donor chamber and the skin taken and laid
onto a piece of tissue paper. The donor and receptor chambers were

transferred to the cell wash pot. Ethanol:water (50:50, v/v), ca 40 ml, was

added to the cell wash pot, weighed and gently mixed. Duplicate ca 1 ml
weighed aliquots were taken for LSC analysis. The skin was dried with small
pieces of tissue paper, which were retained along with the skin wash. A
further ca 40 mi ethanol:water (50:50, v/v) was added and the total mass of
skin wash was determined and duplicate ca 1 mi aliquots weighed into
scintillation vials for LSC analysis.

The stratum comeum was removed by a minimum of 5 successive tape strips
(Guilbert tape). These tapes were collected into a scintillation vial and mixed
with ca 3 ml Soluene-350 tissue solubilising fluid. After a minimum of 2 days,
ca 15 ml methanol was added, the pot was weighed and the sample mixed.
Duplicate ca 1 mi weighed aliquots were taken and mixed with ca 10 mi
scintillant for LSC analysis. The remaining skin was divided into dose site and
non dose site skin. The dose site epidermis and dermis were heat separated.
]
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3.6.3

3.7

3.8

A ca 200 g weight was heated to ca 60-70°C in a water bath. The skin was
placed onto a piece of cling film epidermis uppermost and the cling film folded
over to cover the epidermal surface. The heated weight was applied, with

. moderate pressure, for ca 60 seconds. The epidermis was peeled away from

the dermis using forceps and the pieces of cling film coliected. Material was

extracted from the cling film by mixing with ca 40 ml ethanol:water (50:50, viv)

and duplicate ca 1 mi weighed aliquots taken for LSC analysis. The non dose
site skin and dose site dermis were transferred to scintillation vials and ca 2 mi
Soluene-350 was added. The samples were left to solubilise at room
temperature prior to addition of ca 1 ml methanol and ca 10 ml scintillant. The
dose site epidermis was analysed similarly, except that only ca 1 mi
Soluene-350 and methanol were added.

All bulk samples were stored at ca —20°C after analysis.
Re-analysis of Skin Wash + Swabs

Initial analysis of the skin wash + swabs fraction produced low and variable
recoveries of radioactivity. Binding of test material radioactivity to the tissue
swabs was proposed as a potential reason of this. Each of the samples was,
therefore, re-analysed using the procedure detailed below.

The tissue paper was removed from the solvent and placed on another piece
of tissue paper to dry ovemight. The remaining pot and contents were
weighed and duplicate weighed ca 1 ml aliquots of the solvent collected for

- LSC analysis. The dried tissue swabs were weighed (separately of the new

tissue) and cut into small pieces along with the new tissue and placed into
combusticones® for cumbustion analysis. The tissue paper aliquots were
combusted using a Packard Tri-Carb 306 or 307 Automatic Sample Oxidiser.

The resultant “CO, generated was collected by absorption in Carb-Sorb CO,

absorbing fiuid (8 mi) and Permafluor®E* scintillation fluid (10 mi).
Determination of Radioactivity
All samples, except for the tritiated water samples, prepared in scintillation

fluid were subject to liquid scintillation counting for 5 min, together with -
representative blank samples, using a Liquid Scintillation Analyser with

- automatic ‘quench correction by an internal standard method. Prior to

analysis, samples were allowed to stabilise with regard to light and
temperature. The tritiated water samples were treated as above, except that
they were subject to liquid scintillation counting for 1 min.

Limit of Rejiable Measurement
A limit of reliable measurement of 30 d.p.m. above background has been

instituted in these laboratories. Where results were below the limit of reliable
measurement, the fact was noted in the Results section.
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3.9

3.9.1

3.9.2

Calculations

The following calculations were performed.

Permeability Coefficient (Kp) of Water

Cumulative penetration of tritiated water was calculated for each cell by
summing the net d.p.m. for each hourly fraction from 0 to 2 h. The slope of the
penetration versus time curve from 0-2 h (i.e. 3 data points) was calculated by
linear regression to give a penetration rate (d.p.m.cm'zh“).

Penetration rate (d.p.m.cm®h™) = slope (d.p.m.h™
area (0.64 cm?®)

This is converted to the permeability coefficient as follows:

Kp (cm.h™") = penetration rate (d.p.m.cm?h™")
*H.0 dose rate (d.p.m.cm™)

Cumulative Flux of ["“C]-Benzethonium Chloride

The individual d.p.m. in each receptor fluid fraction was summed from each
timepoint to give a cumulative d.p.m. The cumulative Hg equivalents were
then caiculated and the specific activity (S.A)) of the dose (d.p.m.ug™
calculated as follows:

Cumulative ug equiv. = _Cumulative d.p.m.
Dose S.A. (d.p.m.ug™

The cumulative flux of [“C}-TBC1269 was calculated from this and the area
dosed (0.64 cm?) calculated as follows:

Cumulative Flux (ug equiv.em™® = Cumulative ug equiv. (ug)
‘Dose Area (cm?)
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3.9.3

3.10

Definitions

The unabsorbed material was defined as material recovered in the skin
wash + wipes, cell wash, cling wrap, dose site epidermis and material
associated with the stratum corneum. The material associated with the dose
site epidermis is assumed to be mainly stratum corneum bound material which
has not been removed by tape stripping.

Dermal delivery was defined as test material recovered in the dose site dermis
and non-dose site skin.

Penetration of material was defined as the test material that had permeated
through the skin into the receptor fluid (ie receptor fluid plus receptor rinse).
This material is equivalent to that which would be systemically available in
vivo.

The absorbed material was defined as the penetrated material (i.e. receptor
fluid + receptor rinse) and material recovered in the dose site dermis and non
dose site skin. Dose site epidermis was assumed to contain unremoved
stratum corneum, hence it was included in the unabsorbed material.

Protocol Deviations

Protocol section 7.1.1.‘ One of the cells had a skin surface temperature of
29.4°C when checked. The protocol required a temperature of cells 30-32°C.

Protocol section 9.3.1. The tritiated water barrier integrity assessment used
tritiated water containing ca 300,000 dpm in 250 ul. The protocol required
tritiated water containing ca 100,000 dpm in 250 pl.

Protocol section 9.4.2. The heated block was placed on skin samples for
ca 60 seconds. - The protocol required that the block was in contact with the
skin for ca 90 seconds.

Protocol section 9.4.2. The dose site epidermis was not separated from the
dermis by heat separation for cells 43-54 and cell 56. However, for these
samples, the tape stripping removed the epidermis from the dermis. The
epidermis was then removed from the tape.

The above deviations did not affect the integrity of the study.
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4 Results

4.1 Human Skin

4.1.1  ["C]-Benzethonium Chloride in Water Formulation

4.1.2

A total of 10 samples of human skin, taken from 5 different donors, were
dosed topically with [“C}-Benzethonium Chloride in water formulation
(Tables 1-3, Figures 1-2).

Table 1 shows the distribution of radioactivity at 24 h post dose. Mean mass
balance was 94.72% of the applied dose. The mean total unabsorbed
material was 94.06% which was made up of skin wash + swabs (77.40%), cell
wash (3.18%), cling wrap (0.11%), stratum comeum (9.90%) and dose site
epidermis (3.47%). Mean total ["“C]-Benzethonium Chloride absorbed was
0.67%, consisting of dose site dermis (0.60%), non dose site skin (0.04%),
receptor fluid (0.03%) and receptor rinse (<0.01%).

Dermal delivery was 0.64%. Total penetration (receptor fluid + receptor rinse)
of ["*C}-Benzethonium Chloride into the receptor fluid was minimal (0.03% at
24 h). The mean cumulative recovery of radioactivity in the receptor fluid only
at the end of the 24 h collection period was 0.03% of the applied dose
(Table 2 and Figure 1). The mean cumulative flux of ["*C]-Benzethonium
Chloride through human skin was 0.03 pg equiv.cm™ at 24 h post dose

(Table 3 and Figure 2).

[*C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v) Formulation

A total of 10 samples of human skin, taken from 5 different donors, were
dosed topically with [**C]-Benzethonium Chloride in ethanol:water (95:5, v/v)
formulation (Tables 4-6, Figures 3-4).

Table 4 shows the distribution of radioactivity at 24 h post dose. Mean mass
balance was 97.60% of the applied dose. The mean total unabsorbed
material was 97.09% which was made up of skin wash + swabs (90.82%), cell
wash (1.62%), cling wrap (0.03%), stratum comeum (3.16%) and dose site
epidermis (1.47%). Mean total [“C]-Benzethonium Chloride absorbed was
0.50%, consisting of dose site dermis (0.18%), non dose site skin (0.03%),
receptor fluid (0.03%) and receptor rinse (0.26%).

Dermal delivery was 0.22%. Total penetration (receptor fluid + receptor rinse)
of [*“C]-Benzethonium Chloride into the receptor fluid was minimal (0.29% at
24 h). The mean cumulative recovery of radioactivity in the receptor fluid only
at the end of the 24 h collection period was 0.03% of the applied dose
(Table 5 and Figure 3). The mean cumulative flux of [*C]-Benzethonium
Chloride through human skin was 0.03 pg equiv.em™® at 24 h post dose
(Table 6 and Figure 4). -
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4.2 Rat Skin
'4.21  ["“C]-Benzethonium Chloride in Water Formulation

4.2.2

A total of 13 samples of rat skin, taken from 7 different animals (4 male and 3
female), were dosed topically with [*“C]-Benzethonium Chloride in water
formulation (Tables 7-9, Figures 5-6).

Table 7 shows the distribution of radioactivity at 24 h post dose. Mean mass
balance was 96.06% of the applied dose. The mean total unabsorbed
material was 90.85% which was made up of skin wash + swabs (66.70%), cell
wash (1.65%), cling wrap (1.30%), stratum comeum (10.69%) and dose site
epidermis (11.20%). Mean total ['‘C}-Benzethonium Chioride absorbed was
5.21%, consisting of dose site dermis (4.51%), non dose site skin (0.53%),
receptor fluid (0.15%) and receptor rinse (0.01%).

Dermal delivery was 5.05%. Total penetration (receptor fluid + receptor rinse)
of [‘4C]-Benzethonium Chloride into the receptor fluid was minimal (0.16% at
24 h). The mean cumulative recovery of radioactivity in the receptor fluid only
at the end of the 24 h collection period was 0.15% of the applied dose
(Table 8 and Figure 5). The mean cumulative flux of [**C)-Benzethonium
Chloride through rat skin was 0.15 pg equiv.cm™ at 24 h post dose (Table 9
and Figure 6).

[*“C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v) Formulation

A total of 11 samples of rat skin, taken from 6 different animals (3 male and 3
female), were dosed topically with ["“C)-Benzethonium Chloride in
ethanol:water (95:5, v/v) formulation (Tables 10-12, Figures 7-8).

Table 10 shows the distribution of radioactivity at 24 h post dose. Mean mass
balance was 95.36% of the applied dose. The mean total unabsorbed
material was 90.31% which was made up of skin wash + swabs (68.93%), cell
wash (1.68%), cling wrap (0.92%), stratum comeum (5.84%) and dose site
epidermis (13.43%). Mean total ["“C}-Benzethonium Chloride absorbed was
5.05%, consisting of dose site dermis (4.07%), non dose site skin (0.66%),
receptor fluid (0.31%) and receptor rinse (0.02%).

Dermal delivery was 4.73%. Total penetration (receptor fluid + receptor rinse)
of ["“C]-Benzethonium Chloride into the receptor fluid was minimal (0.32% at
24 h). The mean cumulative recovery of radioactivity in the receptor fluid only
at the end of the 24 h collection period was 0.31% of the applied dose
(Table 11 and Figure 7). The mean cumulative flux of ["*C]-Benzethonium
Chioride through rat skin was 0.31 pg equiv.em™ at 24 h post dose (Table 12
and Figure 8).
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5 Discussion

. ["*C}-Benzethonium Chloride was applied at a concentration of 1.0% (w/v) to
human and rat dermatome skin membranes in vitro in 2 test formulations;
water and ethanol:water (95:5, v/v).

A comparison of the distribution of ["*C]-Benzethonium chloride at 24 h post
dose can be found in Appendix 8.

For both formulations applied to human skin, mean penetration (Figure 9) of
[*C]-Benzethonium Chloride into the receptor fluid was 0.03% of the applied
dose. When comparing total penetration (receptor fluid + receptor rinse),
there was a 10-fold increase in penetration for the ethanol:water (95:5, v/v)
formulation. This was due to a higher recovery of material in the receptor
rinse of the ethanol:water (95:5, v/v) formulation. This was leveiled by the
lower dermal delivery seen for the ethanol:water (95:5, v/v) formulation.
However, total absorbed was similar for both formulations (<1%).

For both formulations applied to rat skin, penetration (Figure 10) of
[*C]-Benzethonium Chloride into the receptor fluid was low also (water
formulation, 0.15%; ethanol:water (95:5, viv) formulation, 0.31%). However
dermal delivery increased to ca 5% of the applied dose.

The penetration (Figures 11 and 12) and dermal delivery of
['“C]-Benzethonium chloride was higher in the rat than human for both
formulations. Compared to the human, total absorption was 7.8-fold greater in
the rat for the water formulation and 10.1-fold greater for the
ethanol:water (95:5, v/v) formulation. Dermal delivery was 7.9-fold greater in
the rat for the water formulation and 22-fold greater for the
ethanol:water (95:5, v/v) formulation. Penetration into the receptor fiuid was
5-fold greater in the rat for the water formulation and 10-fold greater for the
ethanol:water (95:5, v/v) formulation than for the human skin (Figure 13). This
was the same for penetration (receptor fluid + receptor rinse) for the water
formulation but there was no difference in penetration (receptor fluid +
receptor rinse) between human and rat in the ethanolwater (95:5, viv)
formulation.
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6 Conclusions

In conclusion, ["“C}-Benzethonium Chioride poorly penetrates human and rat
skin in both test formulations; water and ethanol:water (95:5, viv). Total
absorption also was less than 1.0% in both test formulations with human skin.
However, total absorption increased to approximately 5% of the applied dose
in both test formulations with rat skin.




7 - Tables

Table 1 Distribution of Radioactivity (% Applied Dose) at 24 h Post Dose Following Topical Application of

['“C]-Benzethonium Chloride in Water Formulation to Human Dermatome Skin

Cell Number and Donor
1 2 3 4 5 6 7 16 17 20
Recovery (%) FI43Y | F/43Y | F/43Y | F/34Y | F/34Y | F/34Y | F/38Y | F/38Y | F/39Y | F/55Y | Mean SD
Skin Wash + Swab | 69.17 | 80.62 | 79.29 | 7542 | 90.42 | 82.47 | 58.81 | 60.68 | 78.87 | 98.04 | 77.40 | 12.14
Cell Wash 2.32 1.89 2.63 6.55 2.29 6.22 5.16 1.57 1.81 1.38 3.18 1.99
Cling Wrap 0.15 0.27 0.12 0.01+ | 001+ | 0.03+} 0.05 0.34 0.14 0.01+ | 0.11 0.12
Stratum Comneum | 11.90 | 10.31 | 10.26 6.43 3.08 7.06 9.09 |} 2513 | 12.06 3.66 9.90 6.21
Epidermis (DS) 6.35 448 469 0.22 0.01 0.50 579 7.94 4.47 0.22 3.47 2.96
Dermis (DS) 217 127 0.54 0.21 0.11 0.21 0.50 0.54 0.36 0.04 0.60 0.65
Non Dose Site 0.07 0.03 0.04 0.03 0.03 0.04 0.03 0.03 0.06 0.05 0.04 0.01
Receptor Fluid 0.02 0.04 0.03 0.02 0.03 0.03 0.02 0.04 0.03 0.02 0.03 0.01
Receptor Rinse 0.00 0.00 0.00 0.00+ | 0.00 0.00 0.00+ | 0.00 0.00 0.00 0.00 0.00
Total Penetrated 0.02 0.04 0.03 0.02 0.03 0.03 0.02 0.04 0.03 0.02 0.03 0.01
Dermal Delivery 2.23 1.30 0.58 0.24 0.14 0.25 0.53 0.57 0.43 0.09 0.64 0.66
Total Unabsorbed | 83.88 | 9757 | 96.99 | 86.62 | 9581 | 96.27 | 78.00 | 9586 | 97.35 [103.31 | 04.06 6.71
Total Absorbed 2.26 1.34 0.61 0.26 018 | 029 0.55 0.61 045 | 0.11 0.67 0.66
Total Recovery 9214 | 9891 | 9760 | 8889 |[9599 | 9656 | 7945 | 9647 | 97.81 [103.42 | 94.72 6.61

+ = Results obtained from data < 30 dpm above background

DS = Dose Site

SD = Standard Deviation
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Table 2 Cumulative Penetration (% Applied Dose) of ['*C]-Benzethonium Chloride in Water
. Formulation Through Human Dermatome Skin into Receptor Fluid

Cell Number and Donot

1 2 3 4 5 6 7 16 17 20
Time (h) | F/43Y | F/43Y | F/43Y | F/34Y | F/34Y | Fr34y | F/38Y | F/38Y | F/39Y | F/55Y | Mean sD
0 0.00 0.00+ | 0.00 0.00 0.01 0.00 0.00 0.01 0.00 0.00+ | 0.00 0.00
1 0.00 0.00 0.00 0.00 0.01 0.00 0.00+ | 0.01 0.00 0.00+ | 0.00 0.00
2 0.00 0.00+ | 0.00 0.01+ | 0.01+ | 0.00 0.00 0.01 0.01 0.00 0.01 0.00
3 0.01+ | 000+ | 001+ o001+{ 001+ 0.01 0.00+ { 0.01+ | 0.01+{ 0.00+| 0.01 0.00
4 0.01+ | 001+ | 001+ 001+ | 0.01+ | 0.01 0.01+ | 0.01+ | 001+ | 0.00+ | 0.01 0.00
5 0.01+ | 001+ | 001+ | 001+ | 001+ | 0.01+ | 001+ 0.0+ 0.01+{ 0.01+ | 0.01 0.00
6 0.01+ | 001+ | 0.01+| 001+ | 0.01+| 0.01+ | 001+ ] 0.01+| 001+ | 0.01+| 0.01 0.00
8 0.01 0.01 0.01 0.01+ | 0.01+ | 0.01 0.01 0.02+ | 0.01 0.01+ { 0.01 0.00
10 0.01 0.01 0.01 0.01 0.01+ | 0.02 0.01 0.03 0.01 0.01 0.01 0.01
12 0.01 0.02 | 0.02 0.01+ | 0.02 0.02 0.01 0.03+ | 0.01 0.01 0.02 0.01
14 0.01 0.02 '0.02 0.01 0.02 0.02 0.01 0.03 0.02 0.01+ | 0.02 0.01
16 0.02 0.02 0.02 0.01+ | 0.02 0.02 0.01 0.03+ | 0.02 0.01 0.02 0.01
18 0.02 0.03 0.02 0.02 0.03 0.02 0.02 0.03 0.02 0.02 0.02 0.01
20 0.02 0.03 0.03 0.02 0.03 0.03 0.02 0.04 0.02 0.02 0.02 0.01
2 0.02 0.03 0.03 0.02 0.03 0.03 0.02 0.04 0.03 0.02 0.03 0.01
24 0.02 | 0.04 0.03 0.02 0.03 0.03 | .0.02 0.04 0.03 0.02 0.03 0.01
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+ = Results obtained from data < 30 dpm above background

SD = Standard Deviation
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Cumulative Flux (ug equiv.cm’®) of [*C]-Benzethonium Chloride in Water Formulation Through

Table 3
Human Dermatome Skin into Receptor Fluid
Cell Number and Donor
1 2 3 4 5 6 7 16 17 20
Time (h) | Fr43Y | F/43Y | F/43Y | Ff34Y | Fr34Y | Fr34y | Fr38Y | F/38Y | Fr3gy | F/55Y | Mean SD
0 0.00 0.00+ | 0.00 0.00 0.01 | 0.00 0.00 0.01 0.00 0.00+ | 0.00 0.00
1 0.00 0.00 0.00 0.00 0.01 0.00 0.00+ { 0.01 0.00 0.00+ | 0.00 0.00
2 0.00 0.00+ | 0.01 0.01+ | 0.01+ | 0.00 0.00 0.01 0.01 0.00 0.01 0.00
3 0.0+ | 000+ 001+ ] 004+ 001+ | 0.01 0.00+ | 0.01+] 0.01+] 0.00+] 0.01 0.00
4 0.01+ | 001+ | 001+ ]| 001+ | 001+| 0.0 0.01+ ] 0.01+] 0.01+| 0.00+] 001 0.00
5 0.01+ | 001+ 001+ 001+ | 001+ | 001+ | 001+ 001+ 001+ ] 0.0+ ] 001 0.00
6 0.01+ | 001+ 001+ 001+ | 001+ | 001+ | 001+ | 0.01+] 0.01+| 0.01+| 0.01 0.00
8 0.01 0.01 0.01 0.01+ | 0.01+ | 0.01 0.01 0.02+ | 0.01 0.01+ | 0.01 0.00
10 0.01 0.01 0.01 0.01 0.01+ | 0.02 0.01 0.03 0.01 0.01 0.01 0.01
12 0.01 0.02 0.02 0.01+ | 0.02 0.02 0.01 0.03+ | 0.01 0.01 0.02 0.01
14 0.01 0.02 0.02 0.01 0.02 0.02 0.01 0.03 0.02 0.01+ | 002 0.01
16 0.02 0.02 0.02 0.01+ | 0.02 0.02 0.01 0.03+ | 0.02 0.01 0.02 0.01
18 0.02 0.03 0.02 0.02 0.03 0.02 0.02 0.03 0.02 0.02 0.02 0.01
20 0.02 0.03 0.03 0.02 0.03 0.03 0.02 0.04 0.02 0.02 0.02 0.01
22 0.02 0.03 0.03 0.02 0.03 0.03 0.02 0.04 0.03 0.02 0.03 0.01
124 0.02 0.04 0.03 0.02 0.03 0.03 0.02 0.04 0.03 0.02 0.03 0.01

+ = Restits obtained from data < 30 dpm above background

SD = Standard Deviation
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Table 4 Distribution of Radioactivity (% Applied Dose) at 24 h Post Dose Following Topical Application of N ,%
’ ['*C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v) Formulation to Human Dermatome Skin n’;%
, s
Cell Number and Donor %
8 9 10 1 12 13 14 24 27 28 0O
Recovery (%) F/43Y | F/43Y | F/43Y | F/34Y | F/34Y | F/34Y | F/38Y | F/39Y | F/55Y | F/55Y | Mean SD T
Skin Wash + Swab | 8929 | 87.31 | 81.82 | 89.74 | 9405 | 9512 | 87.54 | 97.72 | 93.36 | 92.28 | 90.82 463 Q
Cell Wash 1.89 2.51 3.34 1.78 0.96 1.49 1.38 0.68 1.24 0.92 1.62 0.81 =
Cling Wrap 0.07 0.04+ | 0.07 0.00+ | 0.01+| 001+ ] 0.03+| 003+ | 0.01+| 0.00+| 0.03 0.03 g
Stratum Corneum 4.10 7.03 7.19 2.06 1.37 1.61 3.83 1,52 1.40 1.50 3.16 2.31 ®
Epidermis (DS) 2.95 3.11 4.39 0.53 0.12 0.29 1.25 1.78 0.19 0.05 1.47 1.54 o
Dermis (DS) 0.51 0.25 0.65 0.05 0.05 0.03 0.16 0.13 0.02 0.01 0.19 0.22 >
Non Dose Site 0.04 0.06 0.02 0.05 0.02 0.03 0.01 0.02 0.02 0.01 0.03 0.02 &
Receptor Fluid 0.02 0.03 0.04 0.02 0.04 0.02 0.02 0.03 0.03 0.02 0.03 0.01 o
ReceptorRinse | 1.35 0.39 0.00 0.17 0.21 0.25 0.26 0.00+ | 000+ | 000+| 0.26 0.41 t
Total Penetrated 137 0.42 0.04 0.19 0.25 0.27 0.27 0.03 0.03 0.02 0.29 0.40
Dermal Delivery 0.55 0.31 0.67 0.10 0.07 0.07 0.16 0.15 0.04 0.03 0.22 0.23
Total Unabsorbed | 98.30 [100.00 | 96.817 [ 9412 | 96.51 | 9853 | 94.03 |[101.72 | 96.19 | 94.75 | 97.00 2.55
Total Absorbed 1.92 0.73 0.72 0.29 0.31 0.33 0.44 0.18 0.07 0.05 0.50 0.55 j
Total Recovery 100.22 {100.73 | 97.52 | 94.41 | 96.82 | 98.86 | 94.47 |101.90 | 96.25 | 94.79 | 97.60 2.73

+ = Results obtained from data < 30 dpm above background
DS = Dose Site

SD = Standard Deviation
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Table § Cumulative Penetration (% Applied Dose) of ['*C]-Benzethonium Chloride in
‘ Ethanol:Water (95:5, v/v) Formulation Through Human Dermatome Skin into Receptor Fluid

dnoibezuo

Cell Number and Donor

8 g 10 1 12 13 14 24 27 28
Time (h) | F/43Y | F/43Y | F/43Y | F/34Y | Fr34Y | Fi3aY | Fr38Y | F/39Y | F/55Y | Fi55Y | Mean 8D
0.00 0.00 0.00 0.01 0.00+ [ 0.00+ | 0.00+ | 0.00 0.00 0.00+ | 0.00 0.00
1 0.00+ | 0.00+ | 0.00+ | 0.01 0.00+ { 0.00+ | 0.00+| 0.00 0.01 0.00+ { 0.00 0.00
2 0.00+ | 0.00+ | 0.09+ | 0.01+ | 0.00+ | 0.00+ | 0.00+ | 0.01 0.02 0.00+ | 0.01 0.00
3 0.01+ | 000+ | 001+ | 001+ | 000+ | 0.00+ | 0.00+ | 0.01 0.02 0.01 0.01 0.00
4 001+ | 001+ | 001+] 001+ | 000+ | 000+ | 000+ | 0.01¢«] 002+ | 0.01 0.01 0.01
5

6

0.01+ 0.01+ 0.01+ | 0.01+ 0.00+ | 0.01+ 0.01+ | 0.02+ 0.02 0:01+ 0.01 0.01
0.01+ 0.01+ 0.01+{ 0.01+ 0.01+ | 0.01+ 0.01+ | 0.02+ 0.02+ { 0.01+ 0.01 0.01

628191 YIGNNN LOINOHd YSTHIANI

8 0.01+ 0.01 0.01 0.01 0.01 0.01+ 0.01+ | 0.02+ 0.02+ 0.02+ 0.01 0.01 :
10 0.01 0.01 0.01 0.01+ 0.01 0.01 0.01+ | 0.02+ 0.02+ 0.02+ 0.01 0.00 l
12 0.01 0.01 0.02 0.02+ { 0.01 0.01+ 0.01+ | 002+ 0.02+ | 0.02+ 0.01 0.00 ‘
14 0.01 0.01 0.02 0.02 0.02 0.01+ 0.01+ | 0.02+ 0.02+ | 0.02+ 0.02 0.00
16 0.02 0.02 0.02 0.02 0.02 0.01+ 0.01+} 002+ | 002+ | 002+ 002 0.00
18 0.02 0.02 0.03 0.02 0.02 0.01+ 0.01+ | 0.02+ 0.02+ | 0.02+ 0.02 0.01
20 0.02 0.02 0.03 0.02 0.03 0.01+ 0.01+ | 0.02 0.03+ | 0.02+ 0.02 0.01

122 0.02 0.02 0.04 0.02 0.04 0.01+ 0.01+ | 0.02+ 0.03+ | 0.02+ 0.02 0.01
24 0.02 0.03 0.04 0.02 0.04 0.02 0.02+ | 0.03+ 0.03+ | 0.02+ 0.03 0.01

+ = Results obtained from data < 30 dpm above background

SD = Standard Deviation
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Cumulative Flux (ug equiv.cm’®) of ["*C]-Benzethonium Chloride in Ethanol:Water (95:5, vi/v)

Table 6
Formulation Through Human Dermatome Skin into Receptor Fluid
Cell Number and Donor
8 9 10 11 12 13 14 24 27 28

Time (h) | F/43Y | F/43Y | F/43Y | F/34Y | F/34Y | FI34Y | F/38Y | F/39Y | F/55Y | F/55Y | Mean sD
0 0.00 0.00 0.60 0.01 0.00+ | 000+ | 000+ | 0.00 0.00 0.00+ | 0.00 0.00
1 0.00+ | 000+ ] 0.00+] 001 0.00+ | 0.00+ | 0.00+ | 0.00 0.01 0.00+ { 0.00 0.00
2 0.00+ | 000+ | 001+ | 001+ | 000+| 000+ | 0.00+{ 0.01 0.02 0.00+ | 0.01 0.00
3 001+ | 000+ 001+|{ 001+! 000¢| 000+ | 000+ | 009 0.02 0.01 0.01 0.01
4 0.01+ | 001+ | 001+ ]| 001+ | 000+ | 0.00+ | 0.00+| 001+] 0.02¢+] 0.01 0.01 0.01
5 0.01+ | 001+ 001+ 001+ 1 000+ 001+ 001+ | 002+] 002 0.01+ 1 0.01 0.01
6 0.01+ | 001+ | 001+ ] 001+ | 001+ 0.01+ | 001+ | 0.02¢| 0.02+| 0.01+ | 001 0.01
8 0.01+ | 0.01 0.01 0.01 | 0.01 0.01+ | 001+ ] 0.02+ | 0.02+| 0.02+ 0.01 0.01
10 0.01 0.01 0.01 0.02+ | 0.01 0.01 0.01+ | 0.02+| 0.02+| 0.02+{ 0.01 0.00
12 0.01 0.01 0.02 0.02+ | 0.01 0.01+ ] 0.01+ ] 0.02+ | 002+ ] 0.02+] 0.01 0.00
14 0.01 0.01 0.02 0.02 0.02 0.01+ [ 0.01+ | 0.02+ ] 002+ ] 002+ | 0.02 0.00
16 0.02 0.02 0.02 0.02 0.02 0.01+ | 0.01+ | 002+ | 003+ ] 002+ ] 0.02 0.00
18 0.02 0.02 0.03 0.02 0.02 0.01+ | 0.01+ | 002+ | 003+ | 002+ ] 002 0.01
20 0.02 0.02 0.03 0.02 0.03 001+ | 0.01+ | 0.02 0.03+ | 0.02+] 0.02 0.01
22 0.02 0.02 0.04 0.02 0.04 0.01+ | 0.01+ | 003+ | 003+ | 002+} 002 0.01
24 0.02 0.03 0.04 0.03 0.04 0.02 0.02+ | 003+ | 003+ ]| 002+| 003 0.01
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+ = Results obtained from data < 30 .dpm above background

SD = Standard Deviation
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Distribution of Radioactivity (% Applied Dose) at 24 h Post Dose Following Topical Application of

648291 YFGWAN LOFrONd YSIHIANI

Table 7
' [*C]-Benzethonium Chloride in Water Formulation to Rat Dermatome Skin
Cell Number and Animal
79 30 31 33 34 35 a3 a4 45 46 47 48 29

Recovery (%) 001M | 002M | 002M | O003F | 004F | OO5F | 002M | 002M | 003M | 0O3M | O03F | 004F | 004M | Mean | SD
Skin Wash + Swab| 70.83 | 72.81| 62.23| 75.33| 76.75| 73.47| 52.18| 52.18] 67.73| 60.78| 59.03| 63.64| 71.15| 66.70| 8.24
Cell Wash 223 | 128| 095| 130| 143 178 184 219| 293] 175| 184| 141 o057 165 060
Cling Wrap 333 | 147{ 071 o048{ 133 050 © 1.30| 1.08
Stratum Corneum | 6.53 | 8.55| 19.53{ 1561| 3.11 586 19.71] 17.30| 4.24| 6.84] 16.37] 1427| 1.09| 10.69| 6.61
Epidermis (DS) 6.51 760| 223] 508| 1007, 9.80] 15.84| 15.54] 13.09]| 1869] 13.80] 6.64| 2064! 11.20] 558
Dermis (DS) 6.08 | 3.17| 402| 221 114 262| 601| 7.05| 630 518] 234 306| 949] 451| 2390
Non Dose Site 018 | 032| 026] 034] 229 o027] 040| o034 103 o007 023] o028 095 053] 060
Receptor Fluid 006 | 007 o002] o000| 013 o061| o038] 008! o028 o003 o011] o002 o011 o015 018
Receptor Rinse 0.01 0.01| o000| o0o01| o001 003 002/ o002 o002 o0o00| o002] 001] o002 o001] 001
Total Penetrated 007 | 008| 002] 001| 014 064] 040] 010] 030] 004 013] 002] 0.14] 0.16] 018
Dermal Delivery 626 | 348 428\ 255! 343 290! 641] 738 7.33] 526 257 3.32| 1044| 505| 239
Total Unabsorbed | 80.42 | ©1.71| 8565 97.80 | 02.68| 91.39] 89.58] 87.22| 67.99| 97.06] 91.13]| 65.05| 93.45| 00.85| 3.81
Total Absorbed 6.33 | 356] 4.30] 256| 357 353| 6.81]| 749 763 S520| 270! 334 1058| 521 241
Total Recovery 9575 | 95.27| 89.95|100.36 | 96.25| 94.92| 96.39] 94.71| 95.62| 102.36| 93.83| 89.29| 104.03| 96.06] 4.22

DS = Dose Site

SD = Standard Deviation
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Table 8 Cumulative Penetration (% Applied Dose) of ['*C]-Benzethonium Chloride in Water
Formulation Through Rat Dermatome Skin into Receptor Fluid
Celi Number and Animal

29 30 31 33 34 35 43 44 45 46 47 48 49
Time (h) | 001M | 002M | 002M | 003F | 004F | OO5F | 002M | 002M | 003M | 003M | 003F | 004F | 004M | Mean SD

0.00+|] 0.00+| 0.00+| 0.00+| 000+ 0.00+| 0.00 | 0.00+| 000+| 0.00+| 000+] 0.00+| 0.00+] 0.00 0.00
1 0.00+{ 0.00+! o000+{ 000+ 000+| 000+| 001 0.00 | 0.00 p0.00+! 000 | 0.00 0.00+! 0.00 0.00
2 0.00+{ 0.00+| 0.00+{ 0.00+| 0.00+] 000 | 0.01 0.00 | 0.00+| 0.00+| 0.00+| 0.00 0.00+| 0.00 0.00
3 0.00+| 0.00+| 0.00+#{ 0.00+] 0.00+] 0.01 0.01 0.00 | 0.00+{ 0.00+] 0.00+| 0.00+] 0.00+| 0.00 0.00
4 0.00+| 0.00+| 0.00+{ 0.00+] 0.00+| 002 | 0.01 0.01 0.01+| 0.00+]| 000+| 0.01+{ 0.00+] 0.00 0.01
5 0.00+| 0.00+] 0.00+{ 0.00+] 0.00+#{ 0.04 | 0.01 0.01 0.01 0.00+] 0.01+| 0.01+| 0.00+| 0.01 0.01
6 0.00+{ 0.00+! o000+{ 000+ 000 | 005 | 002 0.01 0.01 0.00+{ 0.01 0.01+| 0.00+| 0.01 0.01
8 0.00+| 0.00+| 0.00+| 0.00+| 0.01 0.10 { 0.03 0.01 0.02 0.00 | 0.01+| 001+ .0.01+| 0.02 0.03
10 0.00+] 0.00+| 000 | 0.00+} 0.02 | 014 | 0.04 0.02 | 0.03 0.00+; 0.01+] 0.01+] 0.01+] 0.02 0.04
12 0.01+| 0.00+| 0.01 0.00+| 003 | 019 | 0.07 0.03 0.05 0.01+{ 0.01 0.01 0.01+] 0.03 0.05
14 0.01 0.01 0.01 0.00+| 004 { 025 | 0.10 0.04 0.07 0.01+] 0.01 0.01+| 0.01 0.04 0.07
16 0.01 0.02 0.01 0.00+{ 0.06 030 { 0.13 0.05 0.10 0.01 0.02 | 0.01+| 0.02 0.06 0.08
18 0.01 0.02 0.01 0.00+| 007 | 035 | 018 0.06 0.13 0.01 003 | 0.01+| 002 0.07 0.10
20 002 | 0.03 002 | o.00+! 010 | 0.41 024 | 007 | 0.47 002 { 005 | 001+] 0.03 0.09 0.12
22 0.04 | 0.04 0.02+{ 0.00+| 012 | 054 { 0.31 0.07 | 0.22 0.03 | 008 | 0.01 0.05 0.12 0.16
24 0.06 | 0.07 0.02 | 0.00+| 0.13 0.61 0.38 0.08 0.28 0.03 0.11 0.02+! 0.1 0.15 0.18
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+ = Results obtained from data < 30 dpm above background

SD = Standard Deviation
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Cumulative Flux (ug eqdiv. cm’) of ['*C]-Benzethonium Chloride in Water Formulation Through

Table 9
' Rat Dermatome Skin into Receptor Fluid
Cell Number and Animal

29 30 31 33 34 35 43 44 45 46 47 48 49 :
Time (h) | 001M | 002M | 002M | 003F | 004F | 005F | 002M | 0o2m | 003M | 003M | 003F | 004F | 004M Mean sh

0.00+]| 0.00+] 0.00+| 0.00+| 000+| 0.00+| 0.00 0.00+| 0.00+| 0.00+| 0.00+] 0.00+| 0.00+ 0.00 0.00
1 0.00+| 0.00+#{ 0.00+#| 0.00+| 0.00+| 0.00+{ 0.01 0.00 0.00 0.00+| 0.00 0.00 0.00+ 0.00 0.00
2 0.00+| 0.00+| 0.00+] 0.00+| 000+| 0.00 0.01 0.00 0.00+| 0.00+] 0.00+] 0.00 0.00+ 0.00 0.00
3 0.00+| 0.00+] o0.00+| 0.00+| 0.00+| 0.01 0.01 0.01 0.00+| 0.00+] 0.00+] 0.01+| 0.00+ 0.00 0.00
4 0.00+| 0.00+| 0.00+| 0.00+| 0.00+| 0.02 0.01 0.01 0,01+ 0.00+#| 0.00+]| 0.01+] 0.00+ 0.01 0.01
5 0.00+#! 0.00+#| 0.00+| 0.00+! 0.00+| 0.04 0.02 0.01 0.01 0.00+| 0.01+| 0.01+] 0.00+ 0.01 _0.01
6 0.00+| 0.00+| 0.00+| 0.00+| 0.00 0.06 | 002 0.01 0.01 0.00+]| 0.01 0.01+] 0.01+ 0.01 0.01
8 0.00+] 0.00+| 0.00+| 0.00+| 0.01 0.10 | 0.03 0.01 0.02 0.00 0.01+| 0.01+{ 0.01+ 0.02 0.03
10 | 0.00+| 0.00+| 0.00 0.00+| 0.02 0.14 0.04 0.02 0.03 0.00+| 0.01+} 0.01+| 0.01+ 0.02 0.04
12 0.01+} 0.00+| 0.01 0.00+] 0.03 020 | o007 0.03 0.05 0.01+| 0.01 0.01 0.01+ 0.03 0.05
14 0.01 0.01 0.01 0.00+{ 0.04 0.25 0.10 0.04 0.07 0.01+{ 0.01 0.01+| 0.01 0.04 0.07
16 0.01 0.02 0.01 0.00+| 0.06 0.31 0.14 0.05 0.10 0.01 0.02 0.01+] 0.02 0.06 0.09
18 0.02 0.02 0.01 0.00+{ 0.07 0.36 0.18 0.06 0.13 0.02 0.03 0.01+| 0.03 0.07 0.10
20 0.02 0.03 0.02 0.00+| 0.10 0.42 0.25 0.07 0.18 0.02 0.05 0.01+{ 0.03 0.08 0.12
22 0.04 0.05 0.02 0.00+| 0.12 0.56 0.32 0.08 0.23 0.03 0.08 0.02 0.05 0.12 0.16
24 0.06 0.08 0.02 0.00+]| 0.13 0.63 0.39 0.08 0.29 0.03 0.11 0.02+] 0.12 0.15 0.18

+ = Results obtained from data < 30 dpm above background

8D = Standard Deviation
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Table 10 Distribution of Radioactivity (% Applied Dose) at 24 h Post Dose Following Topical Application of N
['*C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v) Formulation to Rat Dermatome Skin n";%
Q€.
. Cell Number ‘zg
37 38 40 41 42 50 51 52 53 54 56 o
Recovery (%) 002M | 002M | OO3F | O004F | OO5F | 002M | 002M | 003M | 003M | 003F | 004M | Mean sD 5
Skin Wash + Swab | 7446 | 69.12 | 7459 | 68.57 | 77.70 | 54.12 | 57.84 | 69.90 | 70.00 | 79.00 | 62.98 | 68.93 7.88 Q
|Cell Wash 1.59 0.90 1.14 1.01 2.13 1.35 3.25 1.77 2.02 1.59 1.75 1.68 0.65 =
Cling Wrap 2.18 2.41 0.00+ | 0.02+ | 0.00+ 0.92 1.26 g
Stratum Corneum 7.86 | 12.55 .52 3.85 5.94 9.82 5.66 1.36 3.79 4.07 2.81 5.84 3.25 ©
Epidermis (DS) 6.53 528 | 1054 |-19.16 894 | 1358 526 | 1963 | 11.87 | 16.09 | 30.88 | 13.43 7.71 o
Dermis (DS) 577 6.26 1.71 2.64 0.84 2.86 6.07 513 | 10.68 0.81 1.97 4.07 3.02 >
Non Dose Site 0.10 0.16 1.1 0.13 0.15 0.38 2.84 1.12 1.06 0.12 0.13 0.66 0.84 &
|Receptor Fluid 0.11 0.03 0.24 0.74 0.44 0.11 0.21 0.05 0.29 0.46 0.68 0.31 0.25 S
Receptor Rinse 0.02 0.01 0.01 0.05 0.02 0.01 0.01 0.00 0.01 003 | 003 0.02 0.01
Total Penetrated 0.12 0.04 0.26 0.79 0.46 0.11 0.22 0.05 0.29 0.49 0.72 0.32 0.26
Dermal Delivery 5.87 6.42 2.82 2.77 0.98 3.24 8.91 6.25 | 11.74 0.93 2.10 473 3.44
[Total Unabsorbed | 92.63 | 90.26 | 92.79 | 92.61 | 94.71 | 78.87 | 72.01 | 92.67 | 87.67 |100.76 | 98.42 | 90.31 8.30
Total Absorbed 5.99 6.46 3.07 3.56 1.44 3.36 9.13 6.30 | 12.04 1.42 2.82 5.05 3.32
{Total Recovery 98.62 | 96.72 | 9586 | 96.17 | 96.15 | 8223 | 81.14 | 9897 | 99.71 [102.18 [101.24 | 95.36 7.08

+ = Results obtained from data < 30 dpm above background
DS = Dose Site

SD = Standard Deviation
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Table 12 Cumulative Flux (ug equiv.cm’) of ['“C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v)
' Formulation Through Rat Dermatome Skin into Receptor Fluid
Cefl Number
37 38 40 a1 22 50 51 52 53 54 56

Time (h) | 002M | 002M 003F 004F DO5F 002M | oo02M | 003M | 003M 003F 004M | Mean sD

0 0.00+ 0.00+ 0.00+ 0.00+ 0.0C+ 0.00+ 0.00+ 0.00+ | 0.00+ 0.00+ 0.00+ 0.00 0.00
1 0.00+ 0.00+ 0.00+ 0.00+ | 0.00+ 0.00+ } 0.00 0.00+ | 0.00+ 0.00+ 0.00+ 0.00 0.00
2 0.00+ 0.00+ | 0.00+ 0.00 0.00+ 0.00+ | 0.00 0.00+ 0.01 0.00+ 0.00+ 0.00 0.00
3 0.00+ 0.00+ | 0.00 0.01 0.00 0.00+ | 0.00+ ] 000+ ) 0.01+ | 000+ 0.00+ 0.00 0.00
4 0.00+ 0.00+ | 0.00 0.01 0.01 0.00+ | 0.01 0.00+ 1 0.01+ 0.00 0.01 0.00 0.00
5 0.00+ 0.00+; 0.01 0.02 0.01 0.00 0.01 0.00 0.01 0.01 0.01 0.01 0.00
6 0.00+ 0.00+ | 0.01 0.03 0.02 0.01+ | 0.01 0.01 0.01 0.01 0.01 0.01 0.01
8 0.00+ 0.00+ | 0.02 0.06 0.03 0.01 0.01 0.01 0.02 0.03 0.03 0.02 0.02

10 0.00+ { 0.00+ 0.04 0.09 0.05 0.01 0.02 0.02 0.03 0.06 0.06 0.03 0.03
12 0.01 0.00+ | 0.06 0.17 0.07 0.01 0.03 0.02 0.04 0.08 0.10 0.06 0.05
14 0.02 0.00+ | 0.08 0.23 0.11 0.02 0.05 0.03 0.06 0.14 0.16 0.08 0.07
16 0.04 0.00+ | 0.10 0.29 0.17 0.03 0.08 0.03 0.09 0.19 0.25 0.12 0.10
18 0.05 0.01 0.12 0.38 0.22 0.05 0.1 0.03 0.13 0.25 0.35 0.15 0.13
20 0.09 0.02 0.17 0.48 0.29 0.06 0.15 0.04 0.18 0.32 0.45 0.20 0.16
22 0.10 0.03 0.21 0.60 0.38 0.09 0.19 0.05 0.24 0.39 0.57 0.26 0.20
24 0.11 0.03 0.26 0.76 0.45 0.11 0.21 0.05 0.30 0.47 0.70 0.31 0.25

| 648491 HIGNNN LOIrOdd XSIHINNI

+ = Results obtained from data < 30 dpm above background

SD = Standard Deviation

39;6 géxeﬁ“eyd‘ 4‘

_ dnoibezuo




Lonzagroup. -

INVERESK PROJECT NUMBER 167879 Page 37 of 58

8 Figures

Figure 1 ~ Recovery of Radioactivity (% Applied Dose) in Receptor Fluid
Following Topical Application of ['*C]-Benzethonium Chloride in
Water Formulation to Human Skin (Mean + SD, n = 10)
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Figure 2

Cumulative Flux (ug equiv./cm2)

Cumulative Flux (ug equiv.cm™) of Benzethonium Chloride
Through Human Skin Following Topical Application of
[*CJ-Benzethonium Chloride in Water Formulation

(Mean + SD, n = 10)
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Figure 3

Recovery of Radioactivity (% Applied Dose) in Receptor Fiuid
Following Topical Application of [*CJ-Benzethonium Chloride in
Ethanol:Water (95:5, v/v) Formulation to Human Skin

(Mean + SD, n = 10)
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Figure 4 Cumulative Flux (ug equiv.cm’) of Benzethonium Chloride
Through Human Skin Following Topical Application of
["“C]-Benzethonium Chloride in Ethanol:Water (95:5, v/v)
Formulation (Mean + SD, n = 10)
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Figure 5 Recovery of Radioactivity (% Applied Dose) in Receptor Fluid
Following Topical Application of [“C]-Benzethonium Chloride in
Water Formulation to Rat Skin (Mean + SD, n = 13)
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Figure 6 Cumulative Flux (ug equiv. cm’) of Benzethonium Chloride
Through Rat Skin Following Topical Application of
[“C]-Benzethonium Chloride in Water Formulation
(Mean + SD, n = 13)
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Figure 7

Recovery of Radioactivity (% Applied Dose) in Receptor Fluid
Following Topical Application of [*C]-Benzethonium Chloride in
Ethanol:Water (95:5, v/v) Formulation to Rat Skin

(Mean + SD, n = 11)
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Figure 8

Cumulative Flux (ug equiv.cm™) of Benzethonium Chloride
Through Rat Skin Following Topical Application of
['“CJ-Benzethonium Chloride in Ethanol-Water (95:5, v/v)
Formulation (Mean + SD, n = 11)
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Figure 9

Recovery (% Dose)

A Comparison of the Recovery of Radioactivity (% Applied Dose)
in Receptor Fluid of Human Skin Following Topical Application
of ["“C}-Benzethonium Chloride in Water (Mean + SD, n = 10) and
Ethanol:Water (95:5, v/v: Mean + SD, n = 10) Formulations
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Figure 10 A Comparison of the Recovery of Radioactivity (% Applied Dose)
in Receptor Fluid of Rat Skin Following Topical Application of
[“C]-Benzethonium Chloride in Water (Mean + SD, n = 12) and
Ethanol:Water (95:5, v/v; Mean + SD, n = 11) Formulations
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Figure 11

Recovery (% Dose)

A Comparison of the Recovery of Radioactivity (% Applied Dose)
in Receptor Fluid of Human (Mean + SD, n = 10) and Rat

(Mean + SD, n = 13) Skin Following Topical Application of
['"C]-Benzethonium Chloride in Water Formulation
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Figure 12 A Comparison of the Recovery of Radioactivity (% Applied Dose)
in Receptor Fluid of Human (Mean + SD, n = 10) and Rat
(Mean + SD, n = 11) Skin Following Topical Application of

[“C}-Benzethonium Chloride in Ethanol:Water (95:5, viv)
Formulation
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Figure 13

Recovery (% Dose)

A Comparison of the Recovery of Radioactivity (% Applied Dose)
in. Receptor, Fluid of Human and Rat Skin Following Topical
Application of ['*C]-Benzethonium Chloride in Water and
Ethanol:Water (95:5, v/v) Formulations (Mean)
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9 Appendices

Appendix 1 Product Information for ['*C]-Benzethonium Chloride

DATE:  A/Tf00
LOT NO.: 000407

PRODUCT INFORMATION

COMPOUND. v esvseevonn. Banzethonium chioride-N-CHa-14¢
ACTIVETY . i vonneorenrce 5.0 moi
SPECIFIC ACTIVITY...... 40.16 mCi/muiol
RADIOCHEMICAL PURITY.,. 97,.54%
as- determined dby high-pressurs Tiguid chromatography:
Golumn: Alltima C18, 4.6 x 250mm

Mobile Phass: 70:30 CH3CN:H20 -(.5% TFA) isocratic, i N
mifmin, 254 nm ‘

ThC |, Slicage ; Til:o0 ek irod TE

Pwiﬁa-aﬁ;a ¥ {0utle ot ,ou..,«l.c..f Urall  tmellae 0/;,,
p an
NOTE: The suaceptibility‘\sf carbon-14 labaled

compounds to radiolysis varies greatly. We urgs
you to use this product as soon as posaible.

VARRANTY: ¥fzerd Laborstoriag warrants this seterial to 40 48 statsd above. There i no warramty, sspraaed
or inptied, o to ths fitsess of this Mtera) for day pacticaler purposs. The customsr must batily dhs company,
by rapistarsd aai), of any areach of varrasty withia 26 daps of rechist,

M-8 DEL MONTE STREET  WEST SACRAMENTC, CA RSMG USA  TELFAX: (18} $72-2124  E-MAIL: SALESAOWIZARDLASS.COM
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Appendix 2 Certificate of Analysis for Benzethonium Chloride

Lonzagroup

CERTIFICATE OF ANALYSIS

Benzethonjum Chioride
Trade Name: Hyamine 1622

Batch Number: 80102

. Fine Chemicals and Specialties

ANALYSIS RESULTS
Quatemary Ammonium Chioride (EW 448.1) 97.9%
Appearance . White, Fine Powder
Expiration Date: March 30, 2001

S Mt

RobertJ. Siogft Date
Research Associate / Study Director, Technical Services
Specialty Chemicals Research & Development

Reference: Product Registration Study SP-00030-A

This testing was performed according to the requirements of FIFRA Good Laboratory Practice
Standards (40 CFR Part 160). Data supporting this document will be maintained in the archive
at the Annandale, New Jersey, facility of Lonzagroup.

C:\Current Work\Documentation\Certificates Of Analysis\80102-3.Doc

Lonza Inc
Clinton Tel 508 730 1500
79 Route 22 East, PO 8ox 993 Fax 908 730 1546
Annandale, NJ 08801, USA www.lonzagroup.com
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Appendix 3 Human Skin Donor Details

Hospital Number | Sex/Age Site
571744 F/30Y Breast
563011 Fi34Y Breast
559940 F/43Y Breast
552133 Fr3gsy Breast
266295 Fr23y Breast
566827 Fr28y Breast
541582 F/39y Abdomen
130735 F/55Y Breast
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Appendix 4 Thickness of Dermatome Skin Membranes
(a) Human
- Membrane Thickness (um)
Donor (Age/Sex) Full Thickness Skin | Dermatome Skin
F/43Y 2250 450-500
F/34Y 1700 370-210
F/30Y 2500 NCS
F/38Y 2300 320-450
F/23Y 2600 330
Fr39y 2150 430
F/28yY 2140 360
F/55Y 1950 410-480
(b) Rat

. Membrane Thickness (um)
Animal No. Full Thickness Skin | Dermatome Skin
001F 1520 370
002F 1380 NCS
003F 1080 430
004F 1180 350-480
Q05F 1810 430
001M 1800 380-480
002M 1350-1450 500
003M 1580 400-480
006F 1000 NCS
004M 1650 370-500
001F 1200 NCS

NCS = not cut successfully
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Appendix 5 Radiochemical Purity of ['*C]-Benzethonium Chloride by HPLC

Intensity (mV)

. 300

Analysis Name : [167879] 152 87913APR001024,8,1.

Multichrom

350

[14C] BENZETHONIUM CHLORIDE 10ut Inj(H1)  Amount : 1.000
Plot of chromatogram scaled to largkst peak collected

250

200

150

100

50

ISRV RAN N WO SUN T I

L

P

'O ‘F(|¥ll!7r'rl‘l’l'll‘rl‘lfr‘rl]Tlrl]Tl

L L 1 l A L L L.
4.0 8.0 12.0 16.0 200
Time (minutes)

o

Acquired on 13-APR-2000 at 15:24

240

280

Reported on 19-JUN-2000 at 11:37

Analyst Name : Gayle Holmes

Lims Id

Comment : RADIOCHEMICAL PURITY CHECK OF ["“C]-BENZETHONIUM

CHLORIDE

Method Title : RADIOCHEMICAL PURTIY CHECK OF ["C]-BENZETHONIUM

CHLORIDE :
Sample Name : [1"C] BENZETHONIUM CHLORIDE 10ulnj (H1)
Sample Id
Sample Type : Sample Amount=1.00000
Bottle No :8

PEAK INFORMATION

RT mins Hght uv Area uVs
6.699 2455 57157
9.904 3294 68033

11.600 307936 7105559
12.800 2040 42111
Totals
Unknowns 315725 7272859
Named 0 0

315725 7272859

Area %

0.79
0.94
97.70
0.58

100.00
0.00
100.00

J
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Appendix 6 Temperature and Relative Humidity of the Laboratory
, Temperature (°C) | Relative Humidity (%)
Experiment No. Pre/ Post Dose Nican SO Miean SD
1 Pre 19.0 0.8 34.0 0.0
Post 20.3 0.6 32.7 0.6
2 Pre 20.2 0.8 35.0 0.0
Post 21.8 1.2 33.8 2.4
3 Pre 20.7 0.5 37.4 0.5
Post 21.0 0.0 37.9 0.4
4 Pre 21.6 0.5 374 0.5
Post 21.8 0.4 38.9 1.9
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Appendix 7 Cross Reference of Skin Sample Number with Skin Donor and
Tritiated Water Permeability Coefficient (Kp)

(@) Human Skin

Experiment No. Skin Sample Number | Human Skin Donor | Kp (x10° cm.h™ ")
1 1 Fr43Y 2.3
2 Fr43Y 1.8
3 F143Y 1.8
4 F/34Y 1.2
5 F/34Y 0.8
6 Fr34Y 16
7 F/38Y 1.4
8 F/43Y 1.9
g Fi43Y 1.5
10 F/43Y 1.6
11 F/34Y 1.9
12 F/34Y 16
13 Fr34Y 1.0
14 F/38Y 1.3
2 15 F/38Y 8.4
16 F/38Y 22
17 Fr39Y 1.9
18 FI55Y 3.2
19 F/55Y 2.9
20 F/55Y 19
21 F155Y 2.7
22 F/38Y 3.1
23 F/38Y 2.6
24 Fi39Y 1.6
25 F155Y 3.4
26 FI55Y 3.0
27 F/55Y 1.4
28 F/55Y 2.5

Rejection criterion, reject if Kp > 2.5 x10”° cm.h™
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Appendix 7 Cross Reference of Skin Sample Number with Skin Donor and
(continued) Tritiated Water Permeability Coefficient (Kp)

{b) Rat Skin

Experiment No. Skin Sample Number Animal Number Kp (x10° em.h™)

3 29 001M 1.0
30 oo2Mm 0.6
31 002M 0.6
32 0o3M 3.2
33 003F 0.5
34 004F 0.5
35 005F 0.6
36 001M 4.3
37 002M 04
38 002Mm 0.5
39 003M 5.0
40 003F 0.5
41 004F 1.5
42 005F 0.5

4 43 002M 1.3
44 002M 1.3
45 003M 1.3
46 003M 0.8
47 003F 0.8
48 004F : 1.8
49 004M 1.3
50 . oo2Mm 0.7
51 002m 1.9
52 003M 0.7
53 003M 0.9
54 003F 0.3
55 004F 3.8
56 004M 1.2

Rejection criterion, reject if Kp > 2.5 x10° cm.h™
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Appendix 8 A Comparison of the Distribution of Radioactivity

(% Applied Dose) at 24 h Post Dose Following Topical

Application of ["C]-Benzethonium Chloride in Water and

Ethanol:Water (95:5, v/v) Formulations to Human and Rat

Dermatome Skins
Recovery (%) Human Human Rat Rat

Water SD Ethanol 8D Water SD Ethanol SD

Skin Wash + Swab | 77.40 1214 90.82 463 66.70 8.24 68.93 7.88
Cell Wash 3.18 1.99 1.62 0.81 1.65 0.60 1.68 0.65
Cling Wrap 0.11 0.12 0.03 0.03 1.30 1.08 0.92 1.26
Stratum Corneum 9.80 6.21 3.16 2.31 10.69 6.61 5.84 3.25
Epidermis (DS) 3.47 2.96 1.47 1.54 11.20 5.58 13.43 7.71
Dermis (DS) 0.60 0.65 0.19 0.22 451 239 4.07 3.02
Non Dose Site 0.04 0.01 0.03 0.02 0.53 0.60 0.66 0.84
Receptor Fluid 0.03 0.01 0.03 0.01 0.15 0.18 0.31 0.25
Receptor Rinse 0.00 0.00 0.26 0.41 0.01 0.01 0.02 0.01
Total Penetrated 0.03 0.01 0.29 0.40 0.16 0.18 0.32 0.26
Dermal Delivery 0.64 0.66 0.22 0.23 5.05 2.39 473 3.44
Total Unabsorbed 94.06 6.71 97.09 2.55 a0.85 3.81 90.31 8.30
Total Absorbed 0.87 0.66 0.50 0.55 521 2.41 5.05 3.32
Total Recovery 04.72 6.61 97.60 2.73 - 96.06 422 95.36 7.08
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ABSTRACT

Purpose: The purpose of this study was to obtain preliminary information regarding the levels and
time course of appearance and disappearance of radioactivity in the blood of rats following dermal
application of an aqueous solution of *C-benzethonium chloride (**C-BTC). This information was

intended to be used to determine the feasibility of conducting a full GLP definitive toxicokinetic
study and aid in the design of such a study.

Methods: Three male and three female rats received single 100 pl topical applications of “C-BTC at
a concentration of 1% in an aqueous solution. The 1% concentration was determined to be the
maximum (or close to the maximum) concentration of BTC that could be applied on a daily basis
without producing more than slight dermal irritation (Baxter Study Number 10797). Blood samples
were collected at 0.5, 1, 2, 4, 8, 12, 24, 30, and 48 hours after the initial application of “C-BTC and
urine and feces were collected over the 48 hours following the application. For each rat, duplicate

blood samples from each time point and duplicate samples of urine and feces were assayed for
radioactivity by liquid scintillation counting.

Resulrts: Radioactivity was detected in the treated blood samples at either background or slightly
above background (i.e., less than approximately 100 dpm above background levels). An average of
approximately 0.37% and 7.3% of the administered radioactivity was recovered respectively, in the
urine and feces collected over the 48 hour period following dosing,

Conclusion: Although quantifiable levels of radioactivity were detected in the urine and feces
during the 48 hour period following dermal administration of a 1% aqueous solution of "*C-BTC, the
levels of radioactivity in the blood during this period were not sufficient to quantify. Therefore, it is

not feasible to conduct the definitive toxicokinetic study that was scheduled to be conducted with
this test article.
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PURPOSE ‘

The purpose of this study was to obtain preliminary information regarding the levels and time course
of appearance and disappearance of radioactivity in the blood of rats following dermal application of
an aqueous solution of *C-benzethonium chloride (*C-BTC).

TEST ARTICLE AND DILUENT

Test Articles: 1C-benzethonium chloride (*C-BTC)
Manufacturer: Wizard Laboratories, Inc.
Lot 000407

Position of "C-label: N-methyl position of the BTC molecule
Specific activity of '*C-BTC: 40.16 mCi/mmole

Benzethonium Chloride (BTC)
Lonza Batch 80102, Lot 8K0909, Exp. 3/30/2001

Test Article Diluent: Sterile Water for Injection, USP, Baxter Lot C431171, Exp. JUL 00

Test Article

Preparation: The test articles were prepared by diluting BTC and '“C-BTC with Sterile
Water for Injection to achieve a concentration of 1% BTC at an activity of
38.1 uCi/100 pl. Based on the results of a previous dermal irritation study
(Ref 1), this concentration of BTC was expected to produce. no more than
slight dermal irritation if applied once per day for five consecutive days.

Handling and

Storage: Test articles and diluent were stored at room temperature.

TEST SYSTEM

Species: Rat

Strain: F344

Source: Harlan Sprague Dawley, Inc. (Indianapolis, Indiana)

Age: Approximately 12 weeks (Date of Birth: Mar 3, 2000)

Weight: 202t0222 g

Number and Sex: 6 rats (3 male and 3 female rats)

Acclimation/

Quarantine: 5 days

Identification: According to CV-036-001, rats were assigned a Baxter identification number.
Rats were identified with the experimental number by ear punch according to
CV-037-002. .
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Health Status: Only rats showing no signs of clinical illness were used for this study. The
rats were from a colony that was barrier raised and certified by the vendor to
be specific pathogen free.
Euthanasia: Rats were euthanized by CO, induced hypoxia following the 48 hour blood

sampling time point.

Justification: The rat was selected based upon established knowledge of its acceptability for
use in this type of study. The dermal route of administration is a possible
route of exposure in humans. A two year rat carcinogenicity study was
conducted with BTC in the F344 strain of rat under the auspices of the
National Toxicology Program.

ANIMAL HUSBANDRY

Procurement: Animals were ordered in accordance with CV-036-001, preconditioned in
accordance with CV-036-013, and maintained in accordance with
CV-036-010.

Caging: Rats were individually housed in plastic metabolism cages.

Feed: Rats were provided rodent feed ad libitum.

Water: Drinking water was provided ad libitum. According to CV-036-004, the
water is periodically analyzed for microbial and chemical agents.

" Feed/Water
Contaminants: There were no known contaminants in the feed or water that would interfere
. with this study.
STUDY DESIGN

Three male and three female rats received a single 100 pl topical application of “C-labeled test
article at a concentration of 1% BTC in an aqueous solution. Blood samples were collected at 0.5, 1,
2,4, 8,12, 24,30 and 48 hours after application and urine and feces were collected over the 48 hours
following application.

LABORATORY METHODS

Dosing: Within 24 hours prior to dermal application of the test article, the dorsum of
each animal was clipped free of hair using an electric clipper. Animals
received a single dermal 100 pl application of C-labeled BTC (38.1 pCi) in
an aqueous solution spread over an approximately 10 cm? area of the dorsal
skin. Then a protective, non-occlusive cover was secured over the application
site to prevent the spread and loss of radioactivity. Following the 24 hour
exposure period, the protective cover was removed and, in an effort to remove

residual radioactivity, the application site was washed three times with distilled
water and wiped with gauze pads after each wash. However, following - -

/
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washing the use of a survey meter demonstrated that radioactivity was st1lI
present on the backs of each animal.

Blood Sampling: Whole blood was collected by retro-orbital bleed (approximately 100 ul to
150 pl per draw) using EDTA-coated capillary pipettes into microcentrifuge
tubes. Blood samples were collected at 0.5, 1,2, 4, 8, 12, 24, 30, and 48 hours
following initial application of *C-BTC.

Urine and Feces

Collection: Immediately following application for the test article, each animal was placed
in a plastic Nalgene metabolism cage. Except for Animal No. RA0427
(Exp. No. 6), urine and feces were collected in separate containers over the
48 hour period following application of the test article. The urine and feces
for Animal No. RA0427 (Exp. No. 6) were inadvertently collected into a
single container; therefore, radioactivity analyses for the urine and feces of
this animal were not performed.

Body Weights: Individual animal body weights were measured immediately prior to
treatment.

Radioactivity

Analysis: Duplicate 50 pul aliquots of whole blood were removed from the micro-

centrifuge tubes and solubilized with 100 pl of Solvable™ Tissue and Gel
Solubilizer. The samples were then decolorized by the addition of 10 pl of
0.1 M EDTA and 50 pl of 30% hydrogen peroxide, and heated in a 52°C
waterbath for approximately one hour. After the samples had cooled to room
temperature, 15 ml of Hionic-Fluor™ scintillation cocktail was added to each

~ sample and the samples were assayed for radioactivity with a liquid
scintillation counter.

Duplicate 1 ml aliquots of the urine collected over the 48 hour period
following dosing were mixed with 15 ml of Hionic-Fluor™ scintillation
cocktail and assayed for radioactivity with a liquid scintillation counter.

Duplicate dried and pulverized samples (approximately 20 mgto 25 mg) of
the feces collected over the 48 hour period following dosing were rehydrated
overnight with 1 ml of water. The samples were then solubilized by the
addition of 1 ml of Solvable™ Tissue and Gel Solubilizer and heated in a
50°C waterbath for approximately two hours followed by the addition of 1 ml
of isopropyl alcohol and heating at 50°C for approximately 2 hours. The
samples were then decolorized by the addition of 200 pl of 30% hydrogen
peroxide, and heated in a 50°C waterbath for approximately two hours. After
the samples had cooled to room temperature, 15 ml of Hionic-Fluor™
scintillation cocktail was added to each sample and the samples were assayed
for radioactivity with a liquid scintillation counter.

Necropsy: Necropsies were not performed.

BAXTER CONFIDENTIAL



Study Number: 10936. Page 7 of 11

REPORT
RESULTS
} Body Weights: Individual initial animal body weights are presented in Table 1.
Table 1. Individual Initial Animal Body Weight Data
Rat EXP. Sex Body Weight

IDNo  No. (®
RA0420 1 Male 216
RA0421 2 Male 206
RA0422 3 Male 222
RA0425 4 Female 206
RA0426 5 Female 209
- RA0427 6 Female 202

Radioactivity

Analysis in Blood: ~ The mean radioactivity (dpm) detected in 50 pl of whole blood from each
animal at each time point is presented in Table 2 and is graphically
represented in Figure 1. Background radioactivity of an untreated 50 pl whole
blood sample ranged between approximately 48.1 dpm and 40.6 dpm.
Radioactivity measured in the treated blood samples was either at background
or slightly above background (i.e., less than approximately 100 dpm above
background). The greatest increase in radioactivity in the blood samples was
approximately 100 dpm above background and was seen at the four hour
sample collection time point for Animal No. RA0425 (Exp. No. 4).

Table 2. Radioactivity in 50 ul Whole Blood Following
Dermal Application of 38.1 uCi '“C-BTC

Rat EXP. Mean DPM/50 pl of whole blood/time point
IDNo No. Sex O0S5Shr lhr 2hr 4hr 8hr 12hr 24hr 30hr 48hr

RA0420 1 Male 485 463 477 500 474 499 500 543 563
RA0421 2 Male 448 430 519 468 506 454 559 651 610
RA0422 3 Male 443 489 441 487 48.1 492 508 885 609
RA0425 4  Female 50.1 466 455 1423 482 468 469 521 65.6
RA0426 5  Female 442 422 46.1 569 490 495 50.7 559 597
RA0427 6  Female 433 437 469 460 733 518 481 545 568
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Figure 1. Time Course of Radioactivity in Whole Blood Following
Dermal Application of 38.1 uCi *C-BTC
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Radioactivity

Analysis in Urine:  The amount of radioactivity recovered in the urine over the 48 hour period

following dosing is reported in Table 3. An average of approximately 0.37%
of the administered radioactivity was recovered in the urine collected over the
48 hour period following dosing.

Table 3. Radioactivity Recovered in Urine of Rats Following
Dermal Application of 38.1 uCi *C-BTC

Total DPM _
Rat EXP Mean 48 Hour Urine Recovered in  Percent of Administered
IDNo No. Sex ~ DPM/mlUrine  yolyme (ml) Urine Dose Recovered in Urine
RA0420 1 Male 43171 8.4 362632 0.43
RA0421 2 Male 43028 7.5 322712 0.38
RAO0422 3 Male 56512 6.5 367329 0.43
RA0425 4 Female 42590 6.7 285350 0.34
RA0426 5 Female 27666 7.9 218559 0.26
RA0427 6  Female 2 ° » 2

aSample: was contaminated with feces and, therefore, not counted.
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Radioactivity g

! Analysis in Feces:  The amount of radioactivity recovered in the feces over the 48 hour period
following dosing is reported in Table 4. An average of approximately 7.3% of
the administered radioactivity was recovered in the feces over the 48 hour
period following the initial application.

Table 4. Radioactivity Recovered in Feces of Rats
Following Dermal Application of 38.1 pCi HeBTC

Rat EXP Mean 48 Hour  Total DPM Percent of

IDNo No. Sex DPM/mg  Fecal Recovered in ~ Administered Dose
Feces  Weight (g) Feces Recovered in Feces

RA0420 1 Male 1719.9 3.345 5752991 6.8

RA0421 2 Male 2369.7 2.724 6455149 7.6

RA0422 3 Male 1738.3 2.096 3643471 4.3

RA0425 4 Female 189.1 2.939 555687 0.7

RAO426 5 Female 3250.8 3.931 12779076 15.1

a a a

RA0427 6 Female 2

Sample was contaminated with urine and, therefore, not counted.

DISCUSSION/CONCLUSION

The conditions of this study represented the maximum (or close to the maximum) concentration of
BTC that can be applied to the back of a rat on a daily basis without producing more than slight skin
irritation (Baxter Report Number 10797). The volume of dosing solution represented the maximum
(or close to the maximum) amount of solution (100 microliters) that could be applied in a contained
manner to the back of a rat of the F344 strain. The F344 strain rat was used in this study because it
was the strain of rat used in the carcinogenicity study conducted on BTC under the auspices of the
National Toxicology Program (NTP). The same dose volume was employed in the NTP studies
(personal communication with Sponsor’s Representative). The total amount of radioactivity applied
to each animal (38 microCurie/animal) also represents a high level of total radioactivity. The total
volume of blood sampled from each animal (0.1 ml) represented the maximum amount of blood that
could be sampled over the 48-hr test period. Under these conditions, quantifiable levels of
radioactivity were not observed in the blood of the test animals. Since it is very unlikely that
modifications to this study design cold be made such that quantifiable levels of radioactivity could
be obtained in a study of this type, a decision was made not to go forward with the definitive
toxicokinetic study that was scheduled to be conducted on BTC.

While quantifiable levels of radioactivity were not observed in the blood, approximately 0.4% and
7% of the applied radioactivity was recovered in the urine and feces, respectively, over the 48-hr
collection period. These data demonstrate that BTC can penetrate through rat skin and that the
major route of excretion for dermally applied BTC appears to be through the enterohepatic pathway.
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~ RECORDS

The original data listed below will be sent to the Sponsor for retention after finalization of the report:

Protocol and protocol amendment
Test article usage/inventory logs
Dose preparation records
In-life animal records:
Body weights
Dose administration
Sample Collection
Observations
Euthanasia
Scintillation counter printouts

The following supporting records shall be retained in the Baxter Healthcare Corporate Research and
Technical Services Archives: -

Animal receipt/acclimation records

Water and feed analysis records

Animal room temperature and humidity records
Test article storage area temperature records
Instrument calibration and maintenance records

PROTOCOL

Preliminary Pharmacokinetics Study of Dermally Applied **C-Benzethonium Chloride in Rats.
Corporate Research and Technical Services Study No. 10936. Project No. CR302. 31 May, 2000.
Amendment No. 1, Jun 28, 2000. Amendment No. 2, Oct 4, 2000. Study Director: Daniel Wilson.

REFERENCE

1. Dermal Irritation of Benzethonium Chloride in Rats. Corporate Research and Technical Services
Study No. 10797. Project No. CR302. May 6, 2000. Study Director: Russell Eyre.

STANDARD PROCEDURES
General

Corporate Research and Technical Services Standard Procedure YY-016-001. Corporate Research
and Technical Services Archives Procedure. Nov 15, 1999.

Corporate Research and Technical Services Standard Procedure YY-005-003. Writing Protocols.
Nov 15, 1999.

Corporate Research and Technical Services Standard Procedure YY-005-004. Recording Original
Data. Nov 15, 1999.

Corporate Research and Technical Services Standard Procedure YY-005-005. Writing Laborafdry
Reports. Nov 15, 1999.

J
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Applied Sciences Standard Procedure 06GH13. Handling and Disposal of Hazardous Waste. Jun
- 12,199s. ‘

IV Systems Authorizing Document P1S002. Chemical Hygiene/Lab Safety Procedure. Feb 4, 1999.

Corporate Research and Technical Services Standard Procedure YY-035-002. General Handling of
Blood, Fluid, and Tissue Samples. Jul 22, 1996.

Corporate Research and Technical Services Standard Procedure CY-037-002. Blood Collection in
Laboratory Animals. Apr 10, 2000.

Corporate Research and Technical Services Standard Procedure YY-03 5-003. Use of Radioactive
Materials under Broadscope License. Mar 9, 1998.

Veterinary Resources

Corporate Research and Technical Services Standard Procedure CV-036-010. Care and Use of
Laboratory Animals. Apr 27, 1998.

Corporate Research and Technical Services Standard Procedure CV-036-013. Quarantine and
Conditioning of Laboratory Animals for Study Assignment. Mar 22, 1999.

Corporate Research and Technical Services Standard Procedure CV-037-002. Identification of
Animals. May 8, 2000.

. Corporate Research and Technical Services Standard Procedure CV-037-003. Euthanasia of
Laboratory Animals. Mar 22, 1999,

Corporate Research and Technical Services Standard Procedure CV-036-001. Ordering and
Receiving Laboratory Animals. Oct 26, 1998.

Corporate Research and Technical Services Standard Procedure CV-036-004. Microbial and
Chemical Monitoring - Veterinary Resources. Mar 27, 2000.
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TITLE
Preliminary Pharmacokinetics Study of Dermally Apj;iied 4¢.-Benzethonium Chloride in Rats
PURPOSE ‘

The purpose of this study is to obtain preliminary information regarding the levels and time course of
appearance and disa?};aaxance of radioactivity in the blood of rats following dermal application of an

aqueous solution of '*C-benzethonium chloride (*C-BTC).

TEST ARTICLE AND DILUENT

Test Articles: 14C-benzethonium chioride (*C-BTC) (Supplied by the Sponsor)
Position of “C-label; N-methyl position of the BTC molecule
Specific activity of ““C-BTC: Approximately 40 mCi/mmole

Unlabeled benzethonium chloride (BTC) (Supplied by the Sponsor)

Diluent: Sterile Water for Injection, USP

Handling and ~

Storage: , Test articles and diluent will be stored at room temperature.

TEST ARTICLE PREPARATION

Dosing solutions will be prepared by diluting BTC and "*C-BTC with Sterile Water for Injection to
achieve a concentration of 1% BTC. The initial high concentration (1% BTC) will prepared at an
activity of 40 nCif100 ul. This concentration of BTC is expected to produce no more than slight dermal
irritation if applied once per day for five consecutive days.

- TEST SYSTEM
‘Species: Rat
Strain: F344
Source: Charles River
Age: 12 to 14 weeks
Weight: Approximately 150 t0 200 g

Number and Sex: Two groups of 6 rats (3 male and 3 female rats/group)
Additional animals may be used if needed to achieve the purposes of the study.

Acclimation/
Quarantine: At least 3 days
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Identification: According to CV-036-001, rats will be assigned a Baxter identification number.
Rats will be identified with the experimental nutaber by ear punch according to
CV-037-002.

Health Status: Only rats showing no signs of clinical illness will be used for this study. The rats
will be from a colony that is barrier raised and certified by the vendor to be
specific pathogen free. - . :

Euthanasia: Rats will be euthanized by CO, induced hypoxia. A

Justification: The rat was selected based upon established knowledge of its acceptability for use
in this type of study. The dermal route of administration is a possible route of
exposure in humans. :

ANIMAL HUSBANDRY

Procurement: Animals will be ordered in accordance with CV-036-001, preconditioned in
accordance with CV-036-013, and maintained in accordance with CV-036-010.

Caging: Rats will be individually housed in plastic metabolism cages.

Feed: Rats shall be provided rodent feed ad libitum.

Water: Drinking water will be provided ad Iibitum. According to CV-036-004, the water
is periodically analyzed for microbial and chemical agents.

Feed/Water ‘

Contaminants: There are no known contaminants in the feed or water that will interfere with this
study.

STUDY DESIGN

Two groups of three male and three female rats per group will receive a single topical application of 1*C- -
labeled test article to ascertain the optimal time points for blood collection to be used in the subsequent
GLP pharmacokinetic study and to determine doses needed in order to administer enough radioactivity
for analytical purposes. Additional animals may be used if additional groups of animals are required to
achieve this purpose.

Initially, three male and three female animals will receive single 100 ul (40 pCi) topical applications of
'4C-labeled test article at a concentration of 1% BTC in an aqueous solution. If a suitable level of
radioactivity is observed in the blood of the rats in the initial experiment, an additional three male and
three female animals may receive an equal volume of the 1*C-labeled test article at 2 lower
concentration. It is anticipated that this lower concentration will correspond to 1/5% to 1/10% of the
concentration used in the initial experiment. Blood samples will be collected at specified time points
after application.
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LABORATORY METHODS | |
Dosing: Within 24 hours prior to dermal apphcatlon of the test article, the dorsum of each

animal will be clipped free of hair using an electric clipper. Animals will receive
a single dermal 100 p) application of 4C-labeled BTC in an aqueous solution
spread over an approximately 10 cm” area of the dorsal skin. A protective, non-
occlusive cover will be secured over the application site to prevent the spread and
loss of radioactivity. Following the 24 hour exposure period, the protective cover
will be removed and the application site will be washed to remove residual
radioactivity.

Blood Sampling: Whole blood will be collected by retro-orbital bleed (approximately 100 ul to
150 pl per draw) using EDTA-coated capillary pipettes into microcentrifiige
tubes. Initially, blood samples will be collected at0.5,1,2,4,8, 12,24, 30, and
48 hours following initial application of “C-BTC. These sample collection time
points may be changed for subsequent test groups if deemed necessary to achieve
the proposed objectives of this study.

Body Weights: = Immediately prior to treatment.
Radioactivity ' .
Analysis: Duplicate aliquots of whole blood will be removed from the micro-centrifuge

tubes, solubilized with a tissue solubilizer and then decolorized. Scintillation
cocktail will be added to the samples and they will be assayed for radioactivity
with a liquid scintillation counter.

Necropsy: Anjmals will be discarded without 2 necropsy.
EVALUATION OF RESULTS

Data from the initial two groups of animals will be assessed to determine if enough absorption occurred
to adequately evaluate the levels of radioactivity in the blood at the doses given. If adequate absorption
occurred, the data will be evaluated to assess if the appropriate time points were selected for
determination of Crax, Tmax, and £, in a subsequent pharmacokinetic study. If it appears that the time
points selected were not optimal or systemic absorption was not sufficient for analytical purposes, the
study may be repeated in additional animals. If dosing of additional animals is necessary, either the
specific activity, the BTC concentration, or both specific activity and BTC concentration may be altered
as needed. :

REPORT

A non-GLP report will be written to include test system identification (species, sex, and age), individual
-animal identification, body weight, treatment, description of sample collection methods, results of
sample evaluation (dpm/blood sample for each time point collected). Additionally, recommendations
for dose levels and blood sample time points to be used for a possible subsequent GLP pharmacokinetics
study will be included.
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RECORDS

Numbered laboratory notebooks, data sheets, and instrument readouts will be used to record original
data. The original data, or copies thereof, shall be available at Baxter Healthoare Corporate Research
-and Technical Services (Round Lake, Illinois facility) to facilitate audmng of the study during its
progress and before acceptance of the final report. After the final report is signed, all original data listed
below will be sent to the Sponsor for retention:

Protocol and protocol amendments (if applicable)
Test article usage/inventory logs
Dose preparation records
In-life animal records:
Body weights
Dose administration
Sample Collection
Qbservations
Euthanasia
Scintillation counter printouts

The following supporting records shall be retained in the Baxter Healthcare Corpotate Research and
Technical Services Archives:

Animal receipt/acclimation records

Water and feed analysis records

Aximal room temperature and humidity records
Test article storage area temperatwre records

' Instrament calibration and maintenance records

STANDARD PROCEDURES
General

Corporate Research and Technical Services Standard Procedure YY-016-001. Corporate Research and
Technical Services Archives Procedure. Current Issue.

Corporate Research and Technical Services Standard Procedure YY-005-003. Writing Protocols
Cuwrrent Issue.

Corporate Research and Technical Services Standard Procedure YY-005-004 Recording Original Data,
Current Issue.

Corporate Research and Technical Services Standard Procedure Y'Y-005-005. Writing Laboratory
Reports. Current Issue.

Applied Sciences Standard Procedure 06GH13. Handling and Disposal of Hazardous Waste. Current
Issue.
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IV Systems Authorizing Document P1S002. Chemical Hygiene/Lab Safety Procedure. Current Issue.

Corporate Research and Technical Services Standard Procedure YY-035-002.
Blood, Fluid, and Tissue Samples. Current Issue.

Corporate Research and Technical Services Standard Procedure CY-037-002.
Laboratory Animals. Current Issue.

Corporate Research and Technical Services Standard Procedure YY-035~003.
Materials under Broadscope License. Current Issue.

Veterinary Resources

Corporate Research and Technical Services Standard Procedure CV-036-010.
Laboratory Animals. Current Issue. '

Corporate Research and Technical Services Standard Procedure CV-036-013.
Conditioning of Laboratory Animals for Study Assignment. Current Issue.

Corporate Research and Technical Services Standard Procedure CV-037-002.
Current Issue.

Corporate Research and Technical Services Standard Procedure CV-037-003.
Animals. Current Issue.

Cofporate Research and Technical Services Standard Procedure CV-036-012,
Animals That Die on Test. Current Issue.

Corporate Research and Technical Services Standard Procedure CV-036-001.
Laboratory Animals. Current Issue.

Corporate Research and Technical Services Standard Procedure CV-036-004,
Monitoring - Veterinary Resources, Current Issue.
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e AMENDMENT
Study Number Class | Type of Document
10936 B Protocol Amendment No. 1
Title

Proposed Completion Date (protocol) or Period

Optional Tracking Number(s)

Covered (report)

30 Sep. 2000 A200009

Project Number Customer Customer’s Department/Division
CR302 lL.onzagroup

Additional Distribution (Original to Archives)
See attached distribution list

APPROVALS

NameDepartment/Division

Signature Date

Study Director

Russell Eyre, Ph.D.,, D.AB.T CASE/CRTS
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Study Director’'s Management
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Director, Toxicology
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Sponsors Representative
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For Reports: Authorized for appropriate use outside the company in compliance with Baxter policies
regarding use of BAXTER CONFIDENTIAL information? [] Yes,
Department Head or designee and approval signature required above.

Initials of Study Director's

Contributing Individuals (applicable for reports)

The date that the last person signs this document is to be used when referencing this document.

For Protocols: Study must not begin until all approval sighatures are obtained
For Reports: Report must not be issued until all approval signatures are obtained
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Study Number. 10936 Page 2 of2
PROTOCOL AMENDMENT No. 1

Based on the low levels of radioactivity in the blood and in consultation with the Sponsor
- Representative, it was decided to determine the levels of radioactivity in the urine and feces. Therefore,
- add the following paragraph to the Radioactivity Analysis section: '

“Duplicate 1 ml aliquots of the urine collected over the 48 hour period following dosing will be
mixed with 15 ml of scintillation cocktail and assayed for radioactivity with a liquid scintillation
counter. Duplicate 20 mg dried and pulverized samples of the feces collected over the 48 hour
period following dosing will be solubilized and decolorized then mixed with an appropriate _
volume of scintillation cocktail and assayed for radioactivity with a liquid scintillation counter.” -

Also, add the following sentence after the first sentence of the REPORT section:

“For the urine and feces, the percent total dosed radioactivity in the urine and feces will be
reported.”
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Preliminary Pharmacokinetics Study of Dermally Applied *C-Benzethonium Chioride in Rats

Covered (report)

Proposed Completion Date (protocol) or Period

Optional Tracking Number(s)

Oct 4, 2000 A200009
Project Number Customer Customer’s Department/Division
CR302 Lonzagroup

Additional Distribution (Original to Archives)
See attached distribution list

APPROVALS

NameDepartment/Division

Signature

Date

Study Director

CASE/CRTS

Daniel M. Wilson, Ph.D., D.AB.T

QJQ& DA Ot A, 20

Director, Toxicology

Randy D. White, Ph.D.

CASE/CRTS
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For Reports; Authorized for appropriate use outside the company in compliance with Baxter policies
regarding use of BAXTER CONFIDENTIAL information? [] Yes,
Department Head or designee and approval signature required above.

Initials of Study Director's

Contributing Individuals (applicable for reports)

The date that the last person signs this document is to be used when referencing this document.

For Protocols: Study must not begin until all approval signatures are obtained
For Reports: Report must not be issued until all approval signatures are obtained

Cover REV 3
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Study Number: 10936 Page 2 of 2
PROTOCOL AMENDMENT No. 2

: Due to the previous Study Director leaving Baxter, change the Study Director for this study to
Daniel M. Wilson.
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PURPOSE

The purpose of this study was to determine if a 1% (w/v) aqueous solution of benzethonium chloride can
be applied dermally once per day for five consecutive days without producing more than slight dermal

irritation.
TEST ARTICLE AND DILUENT

Test Article: Benzethonium Chloride (BTC)
Lonza Batch 80102, Lot 8K0909, Exp. 3/30/2001

Test Article Diluent: Sterile Water for Injection, USP, Baxter Lot 431171, Exp. JUL 00

Handling and
Storage: Test article and diluent were stored at room temperature.

TEST ARTICLE PREPARATION

The dosing solution was prepared by dissolving BTC in Sterile Water for Injection to achieve a
concentration of 1% BTC (w/v).

TEST SYSTEM

Species: Rat

Strain: F344

Source: Harlan Sprague Dawley, Inc. (Indianapolis, Indiana)

Age: 11 to 12 weeks (Date of Birth: males, Feb 18, 2000; females, Feb 11, 2000)

Weight: 14410183g

Number and Sex: 6 rats (3 male and 3 female rats)

Acclimation/

Quarantine: 3 days

Identification: Upon receipt, rats were assigned a Baxter identification number.

Health Status: Only rats showing no signs of clinical illness were used for this study. The rats
were from a colony that was barrier raised and certified by the vendor to be
specific pathogen free.

Euthanasia: Rats were euthanized by CO, induced hypoxia following the five day observation
period.

Jusﬁﬁcation: ' The rat was selected based upon established knowledge of its acceptability for use

in this type of study. The dermal route of administration is a possible route of
exposure in humans. o
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ANIMAL HUSBANDRY

Caging: Rats were individually housed in suspended stainless steel cages.

Feed: Rats were provided rodent feed ad libitum.

Water: Drinking water was provided ad libitum. The water is periodically analyzed for
microbial and chemical agents.

Feed/Water

Contaminants: There were no known contaminants in the feed or water that would interfere with
this study.

STUDY DESIGN

Three male and three female rats received five consecutive daily topical applications of the test article at
an aqueous concentration of 1% (w/v). Approximately 24 hours after each application, the treatment
site was observed for signs of erythema and edema and washed with water prior to receiving the next
application.

LABORATORY METHODS

Dosing: On Day 0 approximately 30 minutes prior to dermal application of the test article,
the dorsum of each animal was clipped free of hair using an electric clipper.
Beginning on Day 0, three male and three female rats received five consecutive
daily topical applications (100 ul per application) of the test article at an aqueous
concentration of 1% (w/v). The 100 pl application was applied to the back of rats
over a surface area of approximately 10 cm®. Approximately 24 hours following
each of the first four applications, the treatment site was washed with water (i.e.,
after treatment site observation and prior to next application).

Observations: Approximately 24 hours following each application, the treatment site was

evaluated for erythema and edema according to Draize (Ref 1) as shown in
Table 1.

Body Weights: Individual animal body weights were measured immediately prior to the first -
treatment.

Necropsy: Necropsies were not performed.
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Table 1. Draize Classification System for Skin Reactions

Reaction

Numerical Grading

Ervthema and Eschar Formation

No erythema 0
Very slight erythema (barely perceptible) 1
Well defined erythema 2
Moderate to severe erythema 3
Severe erythema (beet-redness) to slight eschar formation 4
Edema Formation
No edema 0
Very slight edema (barely perceptible) 1
Well defined edema (edges of area are well defined 2
by definite raising)
Moderate edema (raised approximately 1 mm) 3
Severe edema (raised more than 1 mm and extending 4

beyond exposure area)

RESULTS
Body Weights:

Observations:

Individual initial animal body weights are presented in Table 2.

Table 2. Individual Animal Body Weight Data
Rat ID No Sex Body Weight (g)

RA0371 Male 179
RAO0372 Male 183
RA0373 Male 183
RA0375  Female 144
RAQ0376  Female 146
RAQ377 Female 149

Dermal irritation scores determined approximately 24 hours following each
application are presented in Table 3. There was no evidence of irritation in one
male rat. One female rat exhibited barely perceptible erythema after the first
treatment with no evidence of irritation after the second through the fifth treatment.
Two male rats exhibited barely perceptible erythema after each treatment. One
female rat developed barely perceptible erythema after the third treatment and non-
confluent well defined erythema over approximately 10% of the treatment sight
with barely perceptible erythema over the remaining treatment site area after the
fourth and fifth treatment. One female exhibited barely perceptible erythema after
the first and second treatment, non-confluent well defined erythema and barely
perceptible edema after the third and fourth treatment, and non-confluent well
defined erythema with no evidence of edema after the fifth treatment.

BAXTER CONFIDENTIAL.




Study Number: 10797 Page 6of 7
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Table 3. Individual Dermal Irritation Scores
Rat Day 1 Day 2 Day 3 Day 4 Day 5
ID No Sex |Erythema| Edema (Erythema| Edema |Erythema| Edema Erythema; Edema |Erythema| Edema
RA0371| Male 1 0 1 0 1 0 1 0 1 0
RA0372| Male 1 0 1 0 1 0 1 0 1 0
RA0373| Male 0 0 0 0 0 0 0 0 0 0
RAO0375 | Female 1 0 1 0 28 1? 28 1? A 0*.
RA0376 | Female 1 0 0 0 0 0 0 0 0 0
RA0377| Female | O 0 0 0 1 0 2b 0 2° 0

Imtatlon scores were not confluent. Areas of irritation consisted of approximately 20% to 25% of the treatment site area.

Score of 2 erythema was not confluent. Area of 2 erythema consisted of approximately 10% of the treatment site area. The
remaining treatment site area exhibited an erythema score of 1.

CONCLUSION

A 1% (w/v) aqueous solution of benzethonium chloride can be applied dermally once per day for five
consecutive days without producing more than slight dermal irritation.

RECORDS

The original data listed below will be sent to the Sponsor for retention after finalization of the report:

Protocol and protocol amendments (if applicable)
Test article usage/inventory logs
Dose preparation records
In-life animal records:
Body weights
Dose administration
Observations
Euthanasia

The following supporting records shall be retained in the Baxter Healthcare Corporate Research and
Technical Services Archives:

Animal receipt/acclimation records

Water and feed analysis records

Animal room temperature and humidity records
Test article storage area temperature records
Instrument calibration and maintenance records

REFERENCE
1. Draize, J. H. Dermal Toxicity. U.S. Appraisal of the Safety of Chemicals in Food, Drugs and

Cosmetlcs p- 46 - 59. Austin 1, Texas: The Association of Food and Drug Officials of the United
Stated Busmess Office, Bureau of Food and Drugs, Texas State Department of Health, 1959.
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STANDARD PROCEDURES

General

Corporate Research and Technical Services Standard Procedure YY-016-001. Corporate Research and
Technical Services Archives Procedure. Nov 15, 1999,

Corporate Research and Technical Services Standard Procedure Y'Y-005-004. Recording Original Data.
Nov 15, 1999, ' B

Corporate Research and Technical Services Standard Procedure YY-005-005. Writing Laboratory
Reports. Nov 15, 1999.

IV Systems Authorizing Document P1S002. Chemical Hygiene/Lab Safety Procedure. Feb 4, 1999.

Corporate Research and Technical Services Standard Procedure YY-035-002. General Handling of
Blood, Fluid, and Tissue Samples. Jul 22, 1996. '

Corporate Research and Technical Services Standard Procedure CY-037-002. Blood Collection in
Laboratory Animals. Apr 10, 2000.

Veterinary Resources

Corporate Research and Technical Services Standard Procedure CV-036-010. Care and Use of
Laboratory An_imals. Apr 27, 1998.

| Corporate Research and Technical Services Standard Procedure CV-036-013. Quarantine and
Conditioning of Laboratory Animals for Study Assignment. Mar 22, 1999.

Corporate Research and Technical Services Standard Procedure CV-037-002. Identification of Animals.
May 8, 2000. ;.

Corporate Research and Technical Services Standard Procedure CV-037-003. Euthanasia of Laboratory
Animals. Mar 22, 1999,

Corporate Research and Technical Services Standard Procedure CV-036-001. Ordering and Receiving
Laboratory Animals. Oct 26,1998.

Corporate Research and Technical Services Standard Procedure CV-036-004. Microbial and Chemical
Monitoring - Veterinary Resources. Mar 27, 2000.
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