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INTRODUCTION

Prior to surgery or other invasive procedures, skin must be treated with a topical
antimicrobial product to minimize the risk of nosocomial infection by reducing the
number of microorganisms on the skin. The proposed Tentative Final Monograph (TFM)
for Topical Antimicrobial Drug Products for Over-the-Counter Human Use; Tentative
Final Monograph for Healthcare Antiseptic Drug Products (Vol. 59, No. 116, June 17,
1994) describes in-vivo procedures for evaluating this type of product, as well as
expected performance criteria.

OBJECTIVE

The purpose of this study is to evaluate the antimicrobial properties of one finished test
product (ZuraPrep™ B i - positive control (ChloraPrep®
_ and a negative control (ZuraPrep™ Vehicle) when used as a patient
preoperative skin preparation. Testing will be performed based upon procedures outlined
in the Food and Drug Administration Tentative Final Monograph (TFM) for Effectiveness
Testing of a Patient Preoperative Skin Preparation (Vol. 59, No. 116, June 17, 1994, pp.
31450-31452) and ASTM E1173-15 Evaluation of Preoperative, Precatheterization, or
Preinjection Skin Preparations.

SPONSOR

Zurex Pharma, Inc.

Middleton, Wisconsin -
INVESTIGATIVE ORGANIZATION AND PERSONNEL

BioScience Laboratories, Inc.

Bozeman, Montana I

Principal Investigator: Collette Duley
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Qualty Assurance Monitors: [
staisical Consutan

Subject Recruitment and Consenting, IRB Coordination: _
Study Sponsor Representatives(s): [ MMM

Study Monitor:

Name of the IRB
Gallatin Institutional Review Board (GIRB)

ROLES AND RESPONSIBILITIES

Principal Investigator
Collette Duley is responsible for conducting the study.

Subinvestigators

Investigational Sites

BioScience Laboratories, Inc.

Bozeman, Montana ]
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23.0 PROTOCOL ACCEPTANCE
ACCEPTED BY: BioScience Laboratories, Inc. (Testing Facility)

Bozeman, Montana [

Principal
Investigator: /W (/r") J'fl//é

Collette Dulw Date of Study Initiation

REVIEWED BY:

ACCEPTED BY: Zurex Pharma, Inc, (Sponsor)
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APPENDIX 3
VALIDATION OF NEUTRALIZER EFFECTIVENESS
PURPOSE OF NEUTRALIZER EFFECTIVENESS STUDY

The purpose of this neutralization study is to assure that the neutralizers used in the
recovery medium quench the antimicrobial activity of the test materials, and are not toxic
to the bacteria. The study will comprise both an In-Vivo component performed using
human subjects, and an In-Vitro component performed based on ASTM E1054-08(2013),
Standard Test Methods for Evaluation of Inactivators of Antimicrobial Agents.

B || bc used as the challenge species in both components of the
neutralizer validation study.

SCOPE

An effective nontoxic method of neutralization must be employed to eliminate the
antimicrobial activity of a test material quickly. Sufficient supporting data are required to
show that the neutralizing method employed is effective. A known population of
microorganism must be exposed to the antimicrobial test materials, diluent/recovery
media, the neutralizing solution, and the neutralizing solution plus antimicrobial test
material in order to determine whether microbial inhibition is present.

Neutralizing methods include chemical inactivation, dilution of antimicrobial test
material to a sub-inhibitory concentration, and membrane filtration. The procedures
detailed here deal with chemical inactivation and dilution of antimicrobial test material,
as well as recovery from human subjects.

The In-Vivo component of the neutralization study will use the two active test materials
(ZuraPrep™ and ChloraPrep®) and the negative control (ZuraPrep™ Vehicle). At least

ubjects will be tested using product applications on the skin of the abdomen,
to obtain a minimum of -mples per test material challenged with each challenge

species.

TEST MATERIALS

The test materials will be received and stored by BioScience Laboratories, Inc. (BSLI) in
accordance with instructions from the Sponsor and retained in secure quarantine when
not being used in testing. BSLI will maintain an inventory of the test materials in secure
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PROTOCOL AMENDMENT FORM

PROTOCOL NUMBER: 150316-103
SPONSOR: Zurex Pharma, Inc

PROTOCOL TITLE: PIVOTAL CLINICAL EVALUATION OF [ ~ »A1enT PREOPERATIVE
SKIN PREPARATION

REASON(S) FOR CHANGE(S): In Section 13.9. page 23. the inside area of cylinder needs to be corrected, I
in Section 15.3, page 25, the name and form

number of the photo/video release form need to be updated, On page26, Section 15.3.2, adverse event documentation
needs to be updated.

CHANGE(S):
In Section 13,9 on page 23 of the Protocol, “A = inside area of the cylinder in cm?; m this study, A = - will
be changed to, “A = inside area of the eylinder in cm?; in this study, A =

In Section 15.3 on page 25, “A Photograph and Video Release Form ([ ) . /i | bo
changed to “A Medical Photograph and Video Release form _}

In Section 15.3.2 on page 26, “Any Adverse Event will be documented on an Adverse Event Report Form,” Will be
changed to “Adverse Events will be documented on appropriate Adverse Event forms.”

APPROVALS:

L Y T < Ol 16,
PRINCIPAL STUDY D[R[’( If.)RHNV HT](‘A']OR DATE

Mutice: Propriciary lnformation = Not for Publication
Conlidentinl/proprictary inlformation ol BloScience Laboratories. Inc is contuiined lere s miny nol be diselosed, vsed, made available, duplicated. or
distribuled withoul its prior consent Failute 10 observe this may resull in Liability for any domioees and losses resulting therelo

iy Copyright 2011 by BinScience Laboratorics, Inc




PROTOCOL AMENDMENT FORM
PROTOCOL NUMBER: 150316-103

SPONSOR: Zurex Pharma, Inc

PROTOCOL TITLE: PIVOTAL CLINICAL EVALUATION OF _ A PATIENT PREOPERATIVE
SKIN PREPARATION

REASON(S) FOR CHANGE(S):
In Section 13.3, Page 19 of the Protocol, the Randomization Left/Right Balance needs lo be corrected due 10 a
typographical error about randomization replacements.

In Section 15.4 (Anticipated Reactions), Page 27 of the Protocol, Page 8 (Risks) of the Informed Consent Form as
well as Page 7 (Risks) of the Informed Consent Form - Neutralization Assay, the anticipated reactions need to be
updated to include one more anticipated reaction.

CHANGE(S):

In Section 13.3 on Page 19 of the Protocol, for the Left/Right Balance, the statement “The application will be
randomized so that each treatment is used on an equal number of left and right sides of the body with the exception of
replacement subjects.” will be changed to, “The application will be randomized so that each treatment is used on an
equal number of left and right sides ot the body.”

On page 2 of Appendix 1, the procedure for ZuraPrep™ Vehicle (Negative Control

T'his will be changed to:

In Section 15.4 (Anticipaled Reactions), Page 27 of the Protocol, and on Page 8 of the Informed Consent Form as
well as Page 7 of the Informed Consent Form - Neutralization Assay, in the Risks sections, folliculitis will be added
as an anticipated reaction from clipping. For the Informed Consent Form, and new version of the Form will be
created (Version 02) and approved by the GIRB. Clipping has already occurred for the neutralization, therefore, a
subject letter will be signed by subjects who clipped in the neutralization — the letter will be approved by the GIRB.
See attached letter for neutralization subjects, and version 02 of the Informed Consent Form.

APPROVALS:

[wray

( /L-/T‘--f" LA\ | o8l oqlle

PRINCIPAL STUDY DIRECTOR / wl;}’i'_»; NGATOR DATE
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PROTOCOL AMENDMENT FORM

PROTOCOL NUMBER: 150316-103

SPONSOR: Zurex Pharma, Inc

PROTOCOL TITLE: PIVOTAL CLINICAL EVALUATION OF - A PATIENT PREOPERATIVE
SKIN PREPARATION

Page 2 of 2



PROTOCOL AMENDMENT FORM

DATE: 037302017 L

PROTOCOL NUMBER: 150316-103
SPONSOR: Zurex Pharma, Inc.

PROTOCOL TITLE: PIVOTAL CLINICAL EVALUATION OF [ A PATIENT
PREOPERATIVE SKIN PREPARATION (Sponsor Project Number: ZX-ZP-0074)

REASON(S) FOR CHANGE(S): The inclusion criterion regarding baseline screening results have been expanded
to allow subjects to proceed to Treatment Day if they have passing Screening Day baseline counts on the left and
right sides of the abdomen and /or the left and right sides of the groin due to recruitment challenges around subjects
meeting the minimum screening baseline requirements in the abdemen.

Section | 1.3, Criteria for Inclusion, second bullet point (page 17) will state the following:

Have Screening Day baseline counts of at least 1.0 x 10* CFU/cm?per abdominal site (lelt and right) and/or at
least 1.0 x 10° CFU/cm?per groin site (left and right).

Section 13.4, Baseline-Screening Sampling; The third paragraph wil) state the following:

Baseline criteria for qualification for the test period are:3.0 logip CFU/cm2 from the skin of the abdomen, and
5.0 logjo CFU/cm? on the skin on the groin. Subjects may qualify on either one or both anatomical site(s) and
be admitted into testing for those anatomical site(s) only, or one if the sample size minimums have been met
for an anatomical region. 1f more subjeets qualify for treatment than can be treated in a given time period,
preferential admittance into the treatment phase will be given to subjects qualifying in both the abdominal and
inguinal test areas, followed by subjects who pass abdomen only. Subjects that qualify may be moved 1o a
future group for testing the following week without having to re-qualify (clip or go through screening baseline
again). If subjects that qualify need to move to a future group later than the following week, the subjects will
be required to re-qualify (clip if needed and go through screening baseline). Subjects who do not gualify may
be allowed to be screened again at the discrétion of the Principal Investigator.

APPROVALS:

- f
" ~3 # =
p T Kot Negs? TN oy
STUDY DIRECTOR f PRINICPAL INVI'-‘H'I'IUAL{TH{ DATE

Page | ol 2
Notice: Proprictans Information - Not Tor Publication,

Conlidentinl/proprictaty information ol Binsaence Laboratorics e, is commined hereln and may nol be thisclosed.

used. made availoble, duplieated. or distribuied withoutils prior weilten conseni. Fudure 1o observe this may resull in

Liability lor any damiaees and | osses resilting therelrom,  @Copyright 2016 by BioScienee Laboriories. nc



PROTOCOL AMENDMENT FORM

DATE: 03302017 I

PROTOCOL NUMBER: 150316-103

Page 2 of 2

Notice: Proprictary Information - Noi for Publication,
Conlidemial/proprictary information of BioScicnee Labormtories. Inc.. is contained herein and may noi be disclosed
used, made available. duplicated. or distributed withowt ils prior writlen consent Failure 10 observe this may resull in
Liability for any damages and Losses resuliing therelrom  DCopyright 2016 by BioScience Laboratorics, Ine




PROTOCOL AMENDMENT FORM
PROTOCOL NUMBER: 150316-103

SPONSOR: Zurex Pharma, Inc.

PROTOCOL TITLE: pivoTAL CLINICAL EVALUATION OF [ ~ rATIENT
PREOPERATIVE SKIN PREPARATION (Sponsor Project Number: ZX-ZP-0074)

REASON(S) FOR CHANGE(S); To update and clarify the randomization section of the protocol as a result of
the changes implemented in Protocol Amendment Form 03 (screening day baseline criteria expansion).

In Section 13.3, Randomization, under “Treatment Balance”, the sentence:

“Each subject will receive two different treatments, one on the right side of the body and one on the left.”

Will be changed to:

“Each subject will receive two different treatments per anatomical site (abdomen or groin), one on the left and one
on the right. A subject that has qualifying screening baselines on both anatomical sites may receive up to 3
different treatments.”

A= " OYlo((1

STUDY DIRECTOR / PRINICPAL INVESTIGATOR DATE

Page 1 of 1
Notice: Proprictary Information - Not for Publication.
Confidentialproprietary information of BloScience Laboratories, Inc., is contained herein 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 nny damages and Losses resulting therefrom.  ©Copyright 2016 by BioScience Laboratories, nc.




PROTOCOL AMENDMENT FORM

PROTOCOL NUMBER: 150316-103
SPONSOR: Zurex Pharma, Inc.

PROTOCOL TITLE: PIVOTAL CLINICAL EVALUATION OF |l ~ PATIENT
PREOPERATIVE SKIN PREPARATION (Sponsor Project Number: ZX-ZP-0074)

REASON FOR CHANGE(S): This amendment is issued after the completion of testing to add additional efficacy

criteria in the below sections to the study protoco! in accordance with || GGG

recommendations bi the Division of Nonprescription Drug Products of the Food and Drug Administration (FDA) [l

CHANGE(S): The following paragraph is added to the end of Section 7.1 Primary Analysis of the protocol:

Additionally, as recommended by FDA, product effectiveness will be measured using the average treatment
effects (ATE). The ATE will be estimated from a linear regression of post-treatment bacterial count (log;o
scale) at 10 minutes on the additive effect of a treatment indicator and the baseline or pretreatment
measurement (log o scale). To show effectiveness, the test product will be 1) non-inferior to ChloraPrep®
with a 0.5 margin (logo scale, upper bound of 95% confidence interval of the difference in ATE values <0.5)
and 2) superior to the vehicle control by a margin of 1.2 (log;o scale, lower bound of 95% confidence interval
of the difference in ATE values =1.2).

Section 16.2 Efficacy (Primary) Analyses title is revised to remove (Primary) for accuracy, to Efficacy Analyses.
Section 7.2 Secondary Analysis is revised (additions underlined for clarity):

Responder rates, ATE values, and differences in ATE values at 30 seconds will be calculated identically to
the 10-minute responder rates and AT s. At 6 hours a site is considered a responder if it is below
baseline; otherwise, 6-hour |c9p0rldcr rates will be calculated identically to the 10-minute responder rates.
The secondary efficacy goals are to have the 95% confidence intervals for the responder rates to be greater
than or equal to 70%. Log,o reductions from baseline will also be calculated for all post-prep samples. The
non-inferiority and superiorily goals for ATE values are identical to those at 10 minutes.

The following paragraphs are added prior to the last paragraph in Section 16.2 Efficacy Analyses of the protocol:

Average Treatment Effect (ATE) will be estimated from a linear regression of post-treatment bacterial count
(loge scale) on the additive effect of a treatment indicator and the baseline or pretreatment measurement
(logo scale). ATE will be calculated for the 10-minute samples separately for each product and each body
area.

I'he ATEs will be compared as follows:

a. ZuraPrep™ will be compared to the ChloraPrep®. To show effectiveness, ZuraPrep™
should be non-inferior to ChloraPrep™ with a 0.5 margin. Specifically, the upper bound of
the 95% confidence interval of the ATE of ChloraPrep® minus the ATE of ZuraPrep™
should be less than or equal to 0.5.

b.  ZuraPrep™ will be compared to ZuraPrep™ vehicle. To show effectiveness, ZuraPrep™
should be superior to ZuraPrep™ vehicle by a 1.2 margin. Specifically, the lower bound of
the 95% confidence interval of the ATE of ZuraPrep™ minus the ATE of ZuraPrep™
vehicle should be greater than or equal to 1.2.

The same ATE calculations will be performed for the 30-second time point, but the results are for
informational purposes only.

Page 1 ol 2
Maotice: Proprietary Information - Not for Publication
Conlidential/praprictary imformation ol BioScience Laboratories. Inc . 1s contained herein and may not be disclosed
used, made available, duplicated. or distributed without its prior writlen consenl. Failure (o observe this may result in
Liability Tor any damages and Losses resulting therefrom,  ©Copyvright 2017 by BioScience Laboratories. Ing




PROTOCOL AMENDMENT FORM

DATE: 08/29/2017
PROTOCOL NUMBER: 150316-103

APPROVALS:

ﬁ il A o8h et

STUDY DIRECTOR / PRINCIPAL INVESTIGATOR DATE

REVIEWED BY:

Page 2 of 2
Notice: Proprietary Information - Mot for Publication.

Confidential/proprietary information of BioScience Laboratorics, [nc., is contained hercin and may not be disclosed,
used, made available, duplicated, or distributed without its priar written consent. Failure to observe this may result in
Liability for any damages and Losses resulting therefrom. ©Copyright 2017 by BioScience Laboratories, Inc.



