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INVESTIGATOR SIGNATURE SHEET

| have read the attached protocol and agree that it contains all the necessary details for performing
the study.

| will provide copies of the protocol and the Investigator’s Brochure on the study drug, which was
furnished to me by the Sponsor, to members of the study team responsible to me who participate
in the study. | will discuss this material with them to ensure that they are fully informed regarding
the study drug and the conduct of the study.

Once the protocol has been approved by the Institutional Review Board (IRB), | will not modify
this protocol without obtaining prior approval from the Sponsor and the IRB. | will submit the
protocol modifications and/or any Informed Consent Form (ICF) and Assent modifications to the
Sponsor and the IRB, and approval will be obtained before any modifications are implemented.

| understand the protocol and will work according to it, the Code of Federal Regulations, the
principles of Good Clinical Practice (current International Conference of Harmonization [ICH]
guidelines), and the Declaration of Helsinki (1964) including all amendments up to and including
the Fortaleza, Brazil revision (2013).

Investigator's Signature Date

Investigator's Name and Title (print) Date
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PROTOCOL SYNOPSIS FOR C3J16-V204-00

Protocol Number:

C3J16-V204-00

Protocol Title:

A Phase 2, Single-blind, Randomized, Placebo-controlled Study to Evaluate
the Safety and Microbiology of C16G2 Varnish Administered in Multiple
Doses to Adolescent and Adult Dental Subjects

Study Design:

A single-blind, randomized, placebo-controlled Phase 2 study to evaluate
the safety and oral microbiology of C16G2 Varnish application in male and
female dental subjects 12-75 years of age. This multi-center study will
evaluate multiple study drug administrations of C16G2 Varnish or Placebo.

Before dosing of study drug, eligible subjects will undergo professional
dental prophylaxis 2-7 days prior to the first study drug administration.
Subjects will receive three study drug applications over approximately
5 days. Study drug will be applied with a small brush typically used in dental
varnish administration. To evaluate the durability of S. mutans suppression,
study subjects will be followed for microbiology for 1 month after the last
study drug administration.

Clinic visits include Visit 1 (Screening/Days -30 to -1), Visit 2
(Prophylaxis/Day -7 to -2), Visits 3-5 (Confirmation of Eligibility and Baseline
(V3 ONLY) & Study Drug Administration), Follow-up Visits 6-8 (Safety and
Microbiology) and Follow-up Visits 9 and 10 (Microbiology only). Dosing
Visits 4 and 5 will occur 24-48 hours post-previous dosing visit.

Enrolled subjects will be assessed for safety and microbiology parameters.
For details on study schedules including dosing and microbiology
information refer to Appendix A. Details on study assessments & procedures
are provided in Appendix B. For microbiology assessments refer to
Appendix C.

Objectives:

Primary Objective

e To evaluate the safety and tolerability of multiple C16G2 Varnish
administrations in adolescent and adult dental subjects

Secondary Objectives

e To assess the targeted antimicrobial activity of C16G2 Varnish
administration as measured by a reduction in Streptococcus mutans
in saliva and dental plaque

e To assess total bacteria in saliva and dental plaque post study drug
administration

Subject Population:

Approximately 33 male and female subjects 12-75 years of age, inclusive at
the time the Assent and/or Informed Consent Form is signed.

Duration of Study:

All subjects will be followed for safety and microbiology for up to 1 month
after first study drug administration.
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Estimated duration of study from first subject in (FSI) to last subject out
(LSO) is approximately 3 months.

Treatment /
Randomization

Approximately 11 subjects will receive multiple doses of study drug (27.2 mg
C16G2 Varnish or Placebo) applied with a small brush typically used in
dental varnish administration (for details see Table below and Appendix A).
The Sponsor will perform an unblinded microbiology review on an ongoing
basis to determine whether to enroll additional subjects into the next dose
cohorts (13.6 mg and/or 54.4 mg C16G2 Varnish or Placebo) or to terminate
enrollment based on microbiology data.

After confirmation of study eligibility, subjects will be randomized at Visit 3
(Day 0) by authorized study staff according to the master randomization
schedule from the Sponsor’s study statistician. The randomization schedule
and associated documentation will be kept in a secure location.

C3J16-V204-00 Study Drug Schedule

C16G2 Placebo Mode of Days of C16G2
Subjects Subjects Application Study Drug (mg)
Admin.
8 3 Varnish 3 13.6
8 3 Varnish 3 27.2
8 3 Varnish 3 54.4

Blinding/Unblinding

The study will be conducted in a single-blind, placebo-controlled manner. All
study subjects will be blinded to the treatment assignment, while the
Investigator, study staff/clinicians and the Sponsor's assigned team
members (e.g., the Clinical Monitor and the Medical Monitor) will be
unblinded as to whether subjects are receiving C16G2 or Placebo. C16G2
Varnish and Placebo will be packaged and labeled identical to ensure
blinding.

Microbiology:

All stimulated saliva and dental plaque samples obtained in this study will
be tested for S. mutans using mitis-salivarius bacitracin (MSB) agar plating.
Stimulated saliva and dental plaque samples taken at Visits 3 and 6 will be
tested for total bacteria testing using Todd Hewitt (TH) agar plating. All
dental plaque and stimulated saliva samples will be stored upon receipt for
S. mutans and total bacteria testing using quantitative Real-Time
Polymerase Chain Reaction (QRT-PCR) and bacterial community analysis.

At the screening visit, only stimulated saliva samples will be collected and
tested for S. mutans Colony Forming Units (CFUs) to determine the
inclusion criterion of 2 1 x 10° CFU/mL at Screening using MSB agar plating.
At all other visits both stimulated saliva and dental plaque samples will be
obtained for microbiology assessments. Samples will be collected at the
following visits: Screening Visit 1, prior to dental prophylaxis at Visit 2, prior
to study drug administration at Visits 3-5, follow-up Visits 6-10. For details
refer to Appendix C.
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Samples will be shipped overnight to the Sponsor’s microbiology laboratory
for analysis. Screening S. mutans results will be provided to the study center
within 5 days of sample receipt.

Inclusion Criteria:

Subjects are eligible to participate if they meet the following criteria:

1.
2.

10.

11.

12.
13.

Males and females, 12-75 years of age

Adult subjects provide written informed consent and adolescent subjects
give written or verbal assent, as appropriate, and parent(s) or legal
guardian(s) give written informed consent

Female subjects of childbearing potential must agree to use one of the
following forms of contraception from screening through the last study
visit: hormonal (oral, implant, or injection) begun >30 days prior to
screening; barrier (condom, diaphragm, or cervical cap with spermicide);
intrauterine device (IUD). Acceptable contraceptive options may also
include abstinence, relationship with a same sex partner or partner who
has had a vasectomy at least six (6) months prior to the screening visit

Negative urine pregnancy test in all females of childbearing potential
(past menarche)

Male subjects of sexual activity age: willing to use contraception or
abstain from sexual activity beginning with the first exposure to study
drug and continuing until discharged from the study due to completion or
Early Termination

Healthy, as determined by the Investigator (in consultation with the
Medical Monitor, as needed), based on medical and dental history,
concurrent illnesses, laboratory results, concomitant medications, oral
cavity assessment, and targeted physical examination (general,
extraoral, head and neck) during Screening.

Note: Subjects on a stable dose of medication may be eligible for
screening and will be assessed by the Medical Monitor on a case-by-
case basis

Have a minimum of 12 bicuspids and molars with a minimum of 8 molars
and bicuspids NOT having restorations, crowns or sealants
Demonstrated ability to expectorate 22 mL of stimulated saliva in
5 minutes

Have a salivary S. mutans of 1.0 x 10° CFUs/mL or greater at Screening
using MSB agar plating

Willing to refrain from using non-study dentifrice and other non-study oral
care products (oral care rinses, fluoride products, etc.) during the study

Willing to postpone elective dental procedures (e.g., dental cleanings)
between Screening and final post-treatment visit (End of Study or Early
Termination)

Willing and able to comply with oral hygiene and diet instructions

Able to communicate with the Investigator/study center personnel,
understand and comply with the study requirements, and willing to return
for protocol-specified visits at the appointed times

Exclusion Criteria:

Subjects are excluded from participation if any of the following apply:
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10.

. Advanced periodontal disease

Active caries lesion(s) within 30 days prior to study drug administration
(confirmed by comprehensive caries examination including standard
radiographs). Subjects presenting with insipient, non-cavitated lesion(s)
are not excluded.

Note: If radiographs are deemed appropriate for the study and taken
within 6 months prior to the Screening visit, these may be used for
determining eligibility and not required to be repeated at Screening

Partially erupted teeth where the entire crown is not erupted or an
operculum is present

Medical condition (e.g., artificial heart valve, history of infective
endocarditis, cardiac transplant with valvular dysfunction, congenital
heart disease or total joint replacement) for which antibiotics are
recommended prior to dental visits and/or procedures

Pathologic lesions of the oral cavity (suspicious or confirmed)

Full dentures or permanent orthodontic appliances, e.g., braces, lingual
or buccal brackets

Note: Partial dentures, removable retainers and night guards are not
excluded, provided that they are cleaned regularly throughout the
duration of the study

Use of systemic antibiotics, topical oral antibiotics, or use of other drugs,
which in the opinion of the Investigator could influence the study
outcome, beginning 30 days prior to Screening until the end of study
participation

Medical history indicating the woman is pregnant, breastfeeding/
lactating or has a positive urine pregnancy test

Participation in a clinical trial or receipt of a non-FDA approved therapy
within 30 days prior to study drug administration (depending on the
specifics, participation in an observational study is not necessarily
excluded)

Presence of any condition or concurrent illness, which in the opinion of
the Investigator, would compromise normal immune function (e.g.,
diabetes, rheumatoid arthritis, lupus, liver disease, organ transplant,
etc.), interfere with the use of study dentifrice and oral care products, or
interfere with the ability to comply with study requirements, or jeopardize
the safety of the subject or the validity of the study results

Study Assessments &
Procedures:

See Appendices A through D for detailed study information.

Clinic Visit Schedules

For clinic visit schedules refer to Appendix D

Assessments & Procedures

Clinic Visit 1 (Screening, Days -30 to -1)
Subjects will be scheduled for this visit between 6AM and 10AM.

o Informed Consent/Assent & Assign Subject ID
o Inclusion/Exclusion

CONFIDENTIAL




Protocol No. C3J16-V204-00

December 8, 2016 Page 11 of 76

O O O O O

O O O O O O

O

@]

o O

O

O O O O O O

Medical/Surgical/Dental History and Concurrent llinesses
Salivary Flow Assessment

Concomitant Medications

Demographics

Dental status and comprehensive caries examination including
standard radiograph

Note: If radiographs are deemed appropriate for the study and
taken within 6 months prior to the Screening visit, these may be
used for determining eligibility and not required to be repeated at
Screening

Screening Laboratory Testing

Urine Pregnancy Test (females of childbearing potential only)
Oral Cavity Assessment

Targeted Physical Exam (general, extraoral, head & neck)

Vital Signs (blood pressure, heart rate, temperature)

Microbiology (stimulated saliva ONLY)

Note: Screening Microbiology sample will be collected on Days
-30 to -8 prior to Visit 2

Discharge

Clinic Visit 2 (Prophylaxis, Day -7 to -2)
Subjects will be scheduled for this visit between 6AM and 10AM.

Microbiology (Stimulated Saliva and Dental plaque collection)
Note: Samples need to be obtained prior to oral hygiene training
and professional dental prophylaxis
Professional Dental Prophylaxis (prophylaxis will include removal
of bulk plaque and supragingival scaling)
Note: NO fluoride treatment as part of the procedure, NO
subgingival scaling as part of the prophylaxis
Oral Hygiene Training:
* Flossing (string): instructions are provided in Appendix E
*» Manual toothbrush technique for routine dental hygiene
using a manual toothbrush provided by the sponsor and
toothpaste containing fluoride (for instructions refer to
Appendix F)
Oral Hygiene Product Distribution
Discharge

Clinic Visit 3 (Baseline, Day 0)
Subjects will be scheduled for this visit between 6AM and 10AM.
Pre-Dose

Confirmation of eligibility

Medical/Dental/Surgical History & Concurrent lliness Update
Concomitant Medications Update

Urine Pregnancy Test (females of childbearing potential only)
Oral Cavity Assessment

Targeted Physical Exam (general, extraoral, head & neck)
Vital Signs (blood pressure, heart rate, temperature)
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Microbiology (stimulated saliva and dental plaque collection)
Note: Samples need to be obtained prior to oral hygiene
Randomization

Oral Hygiene (including brushing and flossing will be conducted at
the clinic prior to study drug administration)

Study Drug Administration:

O
o

o

Instructions for the preparation of C16G2 Varnish or Placebo are provided
in the Study Manual. Instructions for the application of study drug are
provided in Appendix G.

o At Visit 3/Day 0, subjects will receive a single study drug
administration. Subjects will have C16G2 Varnish or Placebo
applied to all tooth surfaces.

Note: C16G2 Varnish or Placebo will not be actively removed, but
remain on the subject’s teeth until removed through normal wear
and mastication after discharge

Post-Dose

o Photographic imaging immediately after study drug application
(see instructions in Appendix H)

o Oral Cavity Assessment (hard and soft tissues)

o Vital Signs (blood pressure, heart rate, temperature) taken 1 hour
* 15 minutes post study drug administration

o Subjects will not eat, swish, or drink anything besides plain water
from study drug administration to one hour after study drug
application. In addition, subjects will be advised to relax their jaws
and to not grind their teeth. Subjects will be supervised to ensure
compliance

o Adverse Events

o Discharge

Clinic Visit 4 (24-48 hrs Post Visit 3) & Visit 5 (24-48 hrs Post Visit 4)
Subjects will be scheduled for these visits between 6AM and 10AM.

Pre-Dose

Concomitant Medications Update

Vital Signs (blood pressure, heart rate, temperature) taken in
supine or sitting position

Microbiology (stimulated saliva and dental plaque collection)

Oral Cavity Assessment (hard and soft tissues)

Targeted Physical Exam (general, extraoral, head & neck) (Visit 4
ONLY)

Oral Hygiene (including brushing and flossing will be conducted at
the clinic prior to study drug administration)

Study Drug Administration
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Instructions for the preparation of C16G2 Varnish or Placebo are provided
in the Study Manual. Instructions for the application of study drug are
provided in Appendix G.

o Subjects will receive a single study drug application. Subjects will
have C16G2 Varnish or Placebo applied to all tooth surfaces.
Note: C16G2 Varnish or Placebo will not be actively removed, but
remain on the subject’s teeth until removed through normal wear
and mastication after discharge

Post-Dose

o Photographic imaging immediately after study drug application
(see instructions in Appendix H).

o Oral Cavity Assessment (hard and soft tissues)

o Vital Signs (blood pressure, heart rate, temperature) taken 1 hour
+ 15 minutes post study drug application

o Subjects will not eat, swish, or drink anything besides plain water
for one hour after study drug application. In addition, subjects will
be advised to relax their jaws and to not grind their teeth. Subjects
will be supervised to ensure compliance.

o Adverse Events

o Discharge

Clinic Visit 6-8 (24 hours, 3 days and 7 days Post Visit 5)
Subjects will be scheduled for this visit between 6AM and 10AM

Concomitant Medication Update

Oral Cavity Assessment (Visits 6 & 8 ONLY)

Targeted Physical Exam (Visits 6 & 8 ONLY)

Microbiology (stimulated saliva and dental plaque collection)
Adverse Events

Discharge

O O O O O O

Clinic Visits 9 & 10 (Week 2 & 4 Post Visit 5)
Subjects will be scheduled for this visit between 6AM and 10AM.

o Microbiology (stimulated saliva and dental plaque collection)
o End of Study (Visit 10 only)

Subject Instructions:

Enrolled subjects will be instructed to abstain from eating food and drinking
beverages that contain a high sugar content (e.g., candy, soda with refined
sugar, sugary snacks, dried fruit, fruit rolls) on the days of study drug
administration (Visits 3-5). While smokers are not excluded from study
participation, subjects should abstain from using chewing tobacco
throughout the study.

a) Oral Hygiene Instructions

During the entire study subjects will not be allowed to use any dental material
besides the material provided by the study center. Prior to attending the
study center for any visit (Visits 1-10), subjects will not be allowed to perform
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oral hygiene in the morning at home. In addition, subjects will be advised not
to use any mouth rinse for approximately 24 hours before the Screening
visit.

Prior to discharge at Visit 2/Day -7 to -2, subjects will receive a manual
toothbrush, a regular toothpaste containing fluoride (e.g., Crest Regular™),
and dental floss provided by the Sponsor to take home. Subjects will be
instructed to use these dental products in the morning and evening at home
during the remaining study duration, including the evenings of days of study
drug administration (Visits 3-5). In addition, subjects will be resupplied with
these dental products as needed.

b) Diet Instructions
Subjects will be instructed as follows:

All Visits:

e Do not eat for 1 hour prior to the appointment time

¢ No liquids, other than plain water, 1 hour prior to the appointment time
Note: Subjects will be allowed to drink plain water up to 10 minutes prior
to dental plaque and saliva collection, and will be instructed not to swish
or rinse

Visits 3-5

¢ Do not eat, drink anything except plain water or swish from the start of
study drug administration to 1 hour after the study drug application

Safety Monitoring:

All subjects that receive study drug will be included in the safety analysis.
Safety will be evaluated on the entire study population of up to 33 subjects.
Subjects will be followed for safety assessments for 1 week after the last
study drug administration. Safety monitoring will include vital signs, intraoral
assessments of hard and soft tissues, targeted physical examination, and
collection of adverse events during study visits and unscheduled telephone
contacts.

Subjects will be instructed to inform the Investigator and/or a member of the
study staff of any adverse events that occur at any time during the study.
Subjects will be asked a general health question at each clinic visit up to and
including Visit 8 and with each unscheduled telephone contact to identify
changes in their state of health since their last communication with the study
center or their last study visit. All subjects will be closely monitored for safety
for 1 week after administration of study drug. After that time point, all ongoing
adverse events will be followed in accordance with good medical practice
until resolution or the condition has stabilized.

Statistical Methods:

Sample Size:

The total number of subjects planned for this study is approximately 33.
There are no data on which to base formal sample size calculations for this
study. The data generated in this study will assist with ongoing clinical
development of C16G2 Varnish. Subjects’ data in this study will provide
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information on the safety and microbiology of multiple administrations of
C16G2 Varnish or Placebo. Subjects may be replaced at the Sponsor’s
discretion.

Data Analysis:

Analysis Sets: There will be two analysis sets; the safety analysis set and
the microbiology analysis set

e The safety analysis set will be defined as those subjects who
received any amount of study drug (C16G2 Varnish or Placebo)

e The microbiology analysis set will be comprised of two subsets, the
saliva microbiology and dental plaque microbiology subset. These
subsets will be based on the subjects who received study drug and
have at least one baseline and one post-baseline dental plaque and
saliva sample, respectively.

Safety:

All safety-related interventions, adverse events (AEs), and findings will be
summarized. The incidence and duration of treatment emergent AEs
(TEAEs) will be summarized by study arm. An AE will be considered
treatment emergent if the onset date and time occur on or after the recorded
clock time of the administration of study drug (C16G2 Varnish or Placebo).
Adverse events will be coded using the Medical Dictionary for Regulatory
Activities (MedDRA®). The severity of each adverse event will be determined
using the Common Terminology Criteria for Adverse Events (CTCAE)
Version 4.0.

All adverse events (AEs) will be classified by the relationship of the event to
study drug as 1) None, 2) Unlikely, 3) Possible or 4) Probable. All AEs will
be followed in accordance with good medical practice until resolved or fully
stabilized. All serious AEs (SAEs) will be followed until the outcome is known
or the subject’s condition has stabilized.

Other safety assessments include vital signs, oral cavity assessments, and
targeted physical exams. These safety parameters will be presented using
descriptive statistics.

Microbiology:

All stimulated saliva and dental plaque samples obtained in this study will
be tested for S. mutans using mitis-salivarius bacitracin (MSB) agar plating.
Stimulated saliva and dental plaque samples taken at visits 3 and 6 will be
tested for total bacteria testing using Todd Hewitt (TH) agar plating. Dental
plaque and stimulated saliva samples will be stored for S. mutans and total
bacteria testing using quantitative Real-Time Polymerase Chain Reaction
(gRT-PCR) and bacterial community analysis.

Descriptive statistics utilizing mean, standard deviation, median and range
of S. mutans and total bacteria will be determined and compared to Baseline
samples, as applicable.
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ABBREVIATIONS
AE adverse event
ALT alanine aminotransferase
AR adverse reaction
AST alkaline phosphatase
BP blood pressure
BMI body mass index
BUN blood urea nitrogen
C16G2 antimicrobial peptide (investigational study drug)
CFR Code of Federal Regulations
CFU colony forming units
CTCAE Common Terminology Criteria for Adverse Events
Cv curriculum vitae
°C degrees Celsius
ECG electrocardiogram
EDC electronic data capture
FDA U.S. Food and Drug Administration
GCP Good Clinical Practice
GRAS Generally Recognized as Safe
FSI first subject in
HED human equivalent dose
HIPAA Health Insurance Portability and Accountability Act
ICF Informed Consent Form
HR heart rate
hrs hours
ICH International Conference on Harmonization
IRB Institutional Review Board
IUD intrauterine device
LLOQ lower level of quantitation
LSO last subject out
MedDRA Medical Dictionary for Regulatory Activities
mg milligram
MSB mitis salivarius-bacitracin
MM micromolar
mL milliliter
MOA mechanism of action
NCI National Cancer Institute
ng nanogram
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NOAEL no observed adverse effect level
PHI Protected Health Information
PK pharmacokinetic
gRT-PCR  quantitative real-time polymerase chain reaction
RBC red blood cells
SAE serious adverse event
SAR suspected adverse reaction
SAP Statistical Analysis Plan
SD standard deviation
S. mutans  Streptococcus mutans
Sponsor C3 Jian, LLC (C3 Jian)
SSAR suspected serious adverse reaction
Study Drug C16G2 Varnish or Placebo
TEAE treatment-emergent adverse event
TH Todd Hewitt
WBC white blood cells
WHO ATC World Health Organization Anatomical Therapeutic Chemical
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1. INTRODUCTION

Dental caries is a chronic disease of microbiological origin that affects populations worldwide.
Caries arises from an imbalance in the indigenous microflora of the oral cavity: upon intake of
dietary sugars (primarily sucrose), aciduric microbes produce lactic acid that damages tooth
structure and enables these pathogenic bacteria to become dominant in the multispecies biofilms
found on the tooth surface (known as dental plaque). The bacterium Streptococcus mutans
(S. mutans) has been implicated in a wide body of historical and contemporary clinical and
nonclinical data as being the major etiological agent responsible for the majority of caries
(Loesche 1986; Tanzer, Livingston et al. 2001; Marsh 2006; Marsh 2010). Furthermore, in studies
examining the endpoint, caries-free individuals were found to have lower S. mutans compared
with caries-active subjects.

Controlling caries by reducing the total bacterial load in saliva and plaque through use of broad
spectrum antibacterial agents can, in theory, reduce caries incidence; however, there is no clinical
evidence supporting the long-term prevention of S. mutans re-infection and very few studies
examining the impact on caries reduction (Tong, Dong et al. 2010; Vollmer, Papas et al. 2010;
Young, Lyon et al. 2010). The reason for lack of long-term cavity protection is the persistence of
S. mutans within the dental plaque and the dynamic balance of the biofilm community between a
healthy state and cariogenic state. There is a need to develop a specific antimicrobial therapy that
can substantially reduce or eliminate the primary agent of dental caries, S. mutans, from the oral
biofilm while leaving the remaining organisms intact. If this can be achieved, a healthy biofilm may
be established that provides long-term caries protection.

In response to the need for a focused S. mutans reduction, a series of novel synthetic molecules
were designed and evaluated in vitro (Eckert, R., He J., et al., 2006; Kaplan, C. W., Sim, J.H., et
al.,, 2011; Li, L. N., Guo, L. H., et al, 2010). The C16G2 antimicrobial peptide was shown to
specifically kill S. mutans, and not other oral streptococci, in both planktonic and saliva-derived
biofilm systems. Additionally, intact S. mutans-free biofilms created by a C16G2 intervention were
resistant to colonization from exogenous S. mutans (Li, L. N., Guo, L. H., et al, 2010; Guo, L.,
McLean, J.S., et al, 2015).

Previous studies evaluated the safety, pharmacokinetics and microbiology of single and multiple
C16G2 doses formulated as a mouth rinse and gel. In Study C3J16-V204-00 subjects will receive
multiple C16G2 or Placebo varnish administrations to evaluate the safety and microbiology of this
mode of application.

1.1 Previous Clinical Experience
111 Phase 1

Study C3J11-101-01, a Phase 1, randomized, double-blind, placebo-controlled, dose escalation
study was conducted at a single study center in the US. A total of 36 healthy adult subjects were
enrolled, of which 24 subjects received C16G2, and 12 subjects received placebo. C16G2 was
administered in a mouth rinse formulation as a single dose of three concentrations (4 mg [50 pM],
8 mg [100 uM] and 32 mg [400 pM]) by swishing for 40 seconds in the oral cavity and subsequent
expectoration.

The objectives of this study were to evaluate the safety and pharmacokinetics of C16G2 in healthy
adult subjects and to assess the targeted antimicrobial activity of C16G2 as measured by a
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reduction in the number of salivary S. mutans and to assess the bacterial composition in the oral
cavity over 28 days post-study drug administration in healthy adult subjects.

C16G2 was well-tolerated with no deaths and no other serious or severe AEs. No study
drug-related treatment-emergent AEs were reported and no subject was discontinued due to an
AE. No clinically significant changes in vital signs were observed in association with the
administration of C16G2. Mean values for systolic and diastolic blood pressure and pulse showed
only small fluctuations from baseline over the entire treatment period, and values were similar for
the C16G2 dose cohorts and the placebo cohort. No clinically significant findings in the oral cavity
were attributable to C16G2 administration and no clinically significant targeted physical exam and
electrocardiogram (ECG) findings were reported. In addition, no clinically significant out-of-range
clinical laboratory findings were observed. Immunogenicity assessments demonstrated that
single dose C16G2 administrations up to a dose of 32 mg did not trigger the development of
antibodies against C16G2.

C16G2 could not be detected above the lower level of quantitation (LLOQ 10ng/mL) in any
pharmacokinetic sample, with a single exception, which tested just above the LLOQ and was
most likely the result of high background signal near the LLOQ. This suggests that ther