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1. PREFACE

Thas Statistical Analysis Plan (SAP) for “A Phase 1 Double-blind, Placebo-controlled, Dose
Escalating Study of Intramuscular Detoxified Shigella flexneri 2a Artificial Invasin Complex
(Invaplexar.peTox) Vaccine” (PATH protocol CVIA 064) describes and expands upon the
statistical information presented in the protocol.

This document describes all planned analyses and provides reasons and justifications for these
analyses. It also includes sample tables, figures, and listings planned for the final analyses (see
Appendix A, Appendix B, and Appendix C). Regarding the final analyses and Clinical Study
Report (CSR), this SAP follows the International Conference on Harmonisation (ICH) of
Techmcal Requirements for Registration of Pharmaceuticals for Human Use Gudelines, as
indicated in Topic E3 (Structure and Content of Clinical Study Reports), and more generally 1s
consistent with Topic E8 (General Considerations for Clinical Trials) and Topic E9 (Statistical
Pninciples for Clinical Trials). The structure and content of the SAP provide sufficient detail to
meet the requurements identified by the US Food and Drug Admimistration (FDA) and ICH, wiule all
work planned and reported for this SAP will follow intemationally accepted gmdelines published by
the Amenican Statistical Association and the Royal Statistical Society for statistical practice.

This document contams a review of the study design, general statistical considerations,
comprehensive statistical analysis methods for safety and immunogenicity outcomes, and a list
of proposed tables and figures. Any deviation from this SAP will be described and justified in
protocol amendments and/or in the CSR, as appropriate. The reader of this SAP 1s encouraged to
also review the study protocol for details on conduct of the study and the operational aspects of
clinical assessments.

2. INTRODUCTION

The main purpose of this study 1s to assess the safety and tolerability of three doses of
Invaplexar petox 1n healthy adults. Immunologic responses as determuned by IgA and IgG
antibodies against Invaplex in Lymphocyte Supernatant (ALS) and serum samples will also be
evaluated. Secondary immunologic evaluations (an exploratory objective) may include serologic
and ALS responses to additional antigens (5. flexneri 2a LPS, IpaB, IpaC), IgG subclasses, IgM
responses, and serum bactericidal antibody (SBA) titers against S. flexneri 2a 2457T. Stool and
saliva samples will be collected to assess antigen-specific fecal IgA responses.

Up to sixty subjects 18-50 years of age will be enrolled into one of three different dose groups.
All subjects will be randomized to receive three doses three weeks apart of either study vaccme
or placebo, via intramuscular (IM) injection. The study will be imtiated with the lowest dose
level (2.5 pg) and will proceed to the next highest dose (10 pg) and then the highest dose (25 pg)
n an escalating fashion. A dose-level with no occurrence of stopping criteria in the 7 days
following the third vaccine dose will prompt moving to the next dose level. All safety data wall
be summanzed and reviewed by a binded Protocol Safety Review Team (PSRT) prior to dose-
escalation.

Thus Statistical Analysis Plan describes the statistical methodology and summaries required to
assess the demographics, safety, reactogenicity and immunogenicity of three doses of detoxified
Shigella flexneri 2a Invaplexar (Invaplexar perox) vaccine when administered to healthy adult
subjects.

Emmes CONFIDENTIAL 1
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3. STUDY OBJECTIVES AND ENDPOINTS
Study objectives and endpoints from the protocol are described below, with added detail.

3.1. Study Objectives

3.1.1. Primary Objective

The primary objective of the study 1s to evaluate the safety of Invaplexsr perox adnunistered by
M mmmumization. This will include an assessment of the tolerability and safety of Invaplexar-
peTox (or placebo) after each dose in terms of rates of solicited local and systenuc adverse events
(AEs) through 7 days post-vaccmation (1.e., on the day of vaccination and 7 subsequent days),
unsolicited AEs through 28 days post-final vaccination, hematology, serology, and chemstry
abnormalities 7 days post-vaccination, and serious health problems or hospitalizations through
approximately 6 months after final study vaccmation.

3.1.2. Secondary Objectives

The secondary objective 1s to evaluate serum IgG/IgA and ALS IgG/IgA following IM
immumization with Invaplexar perox. Baseline serum samples obtamned on day 1, prior to
vaccination will be used to compare anti-Invaplex endpomt titers to those collected on days 22,
43, 50, 57 and 71. Simlarly, anti-Invaplex antibodies from lymphocyte supernatant collected at
baseline and on days 8, 29, 50 and 71 will be assessed.

3.1.3. Exploratory Objectives

The exploratory objectives were as follows:

¢ Collect samples from vaccinated subjects for exploratory immunological assays.
¢ Perform secondary immunology analyses.

e Collect samples for evaluation of C-reactive protein (CRP) responses to the vaccine and
placebo.

3.2. Study Endpoints
3.2.1. Primary Endpoints

3.2.1.1. Reactogenicity and Safety
Solicited local and general AEs through 7 days after each vaccination:
¢ Occurrence and seventy of solicited local AEs including site pain, tenderness,
swelling, mduration, redness and pruritus in each study group.
¢ Occurrence and seventy of solicited systemic AEs including fever, nausea, vomuting,

abdomunal pain, diarrhea (loose stools), appetite change, fatigue, headache,
myalgias, arthralgias and malaise in each study group.

Emmes CONFIDENTIAL 2
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Unsolicited AEs post-vaccination:
e Occurrence and seventy of unsolicited AEs from day 1 to day 71.

¢ Chinical laboratory abnormalities 7 days after each vaccination: Occurrence of
hematological (red blood cells, white blood cells, differentials, hematocnit, platelet
count and hemoglobin) or biochemical (sodmum, potassium, glucose, AST, ALT,
BUN and creatimine) laboratory-based adverse events m each study group.

Occurrence of serious adverse events (SAEs) at any time during the study.

3.2.2. Secondary Endpoints
IgG and IgA serologic and ALS responses to S. flexneri 2a Invaplex:

The following aggregate vanables will be calculated for the above parameters with 95%
confidence interval (CI):

e Serum IgA and IgG geometric mean titers (GMTs) on days 1, 22, 43, 50, 57 and 71.

e ATSIgA and IgG GMTs at baseline and on days 8, 29, 50 and 71.

s Percentage of subjects with a = 4-fold increase in serum IgA and IgG from baseline
(day 1) to day 22 (21 days post-vaccination 1), day 43 (21 days post-vaccination 2),

7, 14 and 28 days post-third vaccination, and from baseline to any post-vaccination
fime.

¢ Percentage of subjects with a > 4-fold increase in ALS IgA and IgG from baseline to
day 7 post each vaccination, day 28 post-third vaccnation and from baseline to any
post-vaccmation fime.

¢ Geometric mean fold-rise (GMFR) in serum IgA and IgG from baseline (day 1) to
day 22 (21 days post-vaccination 1), day 43 (21 days post-vaccination 2), days 7, 14
and 28 post-third vaccination, and from baseline to any post-vaccination time.

¢ Geometric mean fold-nise (GMFR) in ALS IgA and IgG from baseline to day 7 post
each vaccination and day 28 post-third vaccination.

3.2.3. Exploratory Endpoints

Exploratory (secondary) immmumnogenicity endpomts may include serologic and ALS responses to
additional antigens (S. flexneri 2a LPS, IpaB, IpaC), additional IgG and IgM subclass responses,
and serum bactericidal antibody (SBA) titers against S. flexnert 2a 2457T. Stool samples will
also be collected to assess antigen-specific fecal IgA responses.

Emmes CONFIDENTIAL 3
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3.3. Study Definitions and Derived Variables

3.3.1. Adverse Event (AE)

An AE, as defined by the ICH pmdeline for GCP, 1s “Adverse event means any untoward

medical occurrence associated with the use of a drug in humans, whether or not considered drug
related.”

An AE 1s considered any adverse change or exacerbation from a baseline condition that occurs
following the mnitial adninistration of an investigational product whether or not the event 1s
considered to be related to the investigational product. Examples of this include but are not
limited to the following:

¢ Adverse changes including new signs and symptoms, intercurrent illness modifying
the clinical course, or the worsening of a baseline condition mncluding the increased
frequency of an event or an increased mtensity of a condition

e Conconutant disease with onset or increased seventy after the start of study product
adnumistration
e A new pattern 1n a preexisting condition occurring after the receipt of investigational
product that may signal a chimically meamngful change
¢ Chinically significant changes in laboratory values
This definition includes exacerbations of pre-existing conditions. Stable pre-existing conditions
which do not change in nature or seventy during the study are not considered AEs; however,

these should be reported as part of the medical history. However, if this condition deteniorates
(e.g., ncreases in frequency or severity grade) during the study, it should be recorded as an AE.

3.3.1.1.  Solicited Local and Systemic Reactions

Solicited AEs are pre-specified local and general (systemic) adverse events that are common or
known to be associated with vaccinations or the study product. They are actively monitored as
indicators of vaccine reactogenicity. Solicited adverse events with onset after the solicitation
period should be captured as unsolicited AEs.

3.3.1.2. Unsolicited Adverse Events

Unsolicited AEs are any AEs reported spontaneously by the subject, observed by the study
personnel during study visits or identified during review of medical records or source documents,
such as diary cards.

3.3.1.3. Suspected Adverse Reactions

An AE, as defined by the ICH pmdeline for GCP, 1s “Adverse event means any untoward

medical occurrence associated with the use of a drug in humans, whether or not considered drug
related.”

Suspected adverse reaction means any AE for which there 1s a reasonable possibility that the
drug caused the AE. For the purposes of IND safety reporting, “reasonable™ possibility means
there 1s evidence to suggest a causal relationship between the drug and the adverse event.
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Suspected adverse reaction implies a lesser degree of certainty about causality than adverse
reaction, which means any adverse event caused by a drug.

An AE 1s considered any adverse change or exacerbation from a baseline condition that occurs
following the mnitial adninistration of an investigational product whether or not the event 1s
considered to be related to the investigational product. Examples of this include but are not
limited to the following:

¢ Adverse changes including new signs and symptoms, intercurrent illness modifying
the clinical course, or the worsening of a baseline condition mncluding the increased
frequency of an event or an increased mtensity of a condition

e Conconutant disease with onset or increased seventy after the start of study product
adnumistration

e A new pattern 1n a preexisting condition occurring after the receipt of investigational
product that may signal a chimically meamngful change

¢ Chinically significant changes in laboratory values

3.3.2. Serious Adverse Event (SAE) or Serious Suspected Adverse Reaction

An AF or suspected adverse reaction 1s considered “serious” if, in the view of either the
nvestigator or the sponsor it results in any of the following outcomes:

* Death
e Life-threatening AE
¢ Inpatient hospitalization or prolongation of existing hospitalization
e Persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions
e Congenital anomaly/birth defect (Abortion, stillbirth, and any malformation/disease
must be reported as an SAE.)
An AF or suspected adverse reaction 1s considered “life-threatemng™ if, in the view of either the
nvestigator or sponsor, its occurrence places the patient or subject at immediate risk of death. It

does not include an AE or suspected adverse reaction that, had it occurred 1n a more severe form,
might have caused death

Important medical events that may not result in death, be life-threatening, or requure
hospitalization may be considered serious when, based upon appropriate medical judgment, they
may jeopardize the patient or subject and may require medical or surgical intervention to prevent
one of the outcomes listed 1 this defimtion. Examples of such medical events include allergic
reactions or bronchospasm requiring intensive treatment in an emergency room or at home,
blood dyscrasias or convulsions that do not result m mpatient hospitalization, or the development

of drug dependency or drug abuse.

Emmes CONFIDENTIAL 5



Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

3.3.3. Unexpected Adverse Event or Unexpected Suspected Adverse Reaction

An AF or suspected adverse reaction 1s considered “unexpected™ if 1t 1s not listed in the
Investigator’s Brochure or 1s not listed at the specificity or severity that has been observed. It can
also be considered “unexpected” if an Investigator’s Brochure 1s not required or available and 1s
not consistent with the risk imformation described in the general investigational plan or elsewhere
in the current application, as amended. For example, under this definition, hepatic necrosis
would be unexpected (by virtue of greater severity) if the Investigator’s Brochure referred only
to elevated hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral
vasculitis would be unexpected (by virtue of greater specificity) if the Investigator’s Brochure
listed only cerebral vascular accidents. “Unexpected,” as used i this defimtion, also refers to
AFs or suspected adverse reactions that are mentioned mn the Investigator’s Brochure as
occurring with a class of drugs or as anficipated from the pharmacological properties of the drug
but are not specifically mentioned as occurring with the particular drug under mnvestigation.

334. Other Adverse Events

Other AEs will be 1dentified by the PI during the evaluation of safety data. Sigmficant AEs of
particular clinical importance, other than SAEs and those AEs leading to discontinuation of the
subject from the study will be classified as other AEs. For each, a narrative may be written and
mncluded in the chinical study report.

3.3.5. Relationship to Investigational Product (Assessment of Causality)

The PI must assign a relationship of each AE to the receipt of the mmvestigational product. The
mvestigator will use clinical judgment i conjunction with the assessment of a plausible biologic
mechanism, a temporal relationship between the onset of the event in relation to receipt of the
mvestigational product, and identification of possible alternate etiologies including underlying
disease, concurrent illness, or concomitant medications. The followmng gmdelines will be used by
mvestigators to assess the relationship of an AE to study product admimstration.

Not related: No relationship to the study product. Applies to those events for which
evidence exists that there 1s an alternate etiology.

Unlikely: Likely unrelated to the mvestigational product. Likely to be related to factors
other than the study product but cannot be ruled out with certainty.

Possible: An association between the event and the admimstration of the mnvestigational
product cannot be ruled out. There 1s a reasonable temporal association, but there may also
be an alternative etiology such as the subject’s climical status or underlying factors
mcluding other therapy.

Probable: There 1s a high degree of certainty that a relationship to the mnvestigational
product exists. There 1s a reasonable temporal association, and the event cannot be
explamed by known characteristics of the subject’s clinical state or factors including other
therapy.

Definite: An association exists between the receipt of the investigational product and the
event. An association to other factors has been ruled out.
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3.3.6. Definitions and Derivations Used in This Study

¢ A baseline value will be defined as the last value obtained prior to the first
vaccination of study product.

¢ Age will be calculated from the date of first vaccination and will be presented in
whole years.

* Fever: oral temperature = 38.0°C or 100.4°F.

¢ For immunology, reciprocal endpoint titers less than the starting dilution (LLOQ) of
the assay will be assigned a value of half the starting dilution for computational
purposes. For all statistics and listings, values <LLOQ will be presented as
“<LLOQ", with LLOQ replaced with the actual starting dilution.

4. INVESTIGATIONAL PLAN

4.1. Overall Study Design and Plan

Thus 15 a double-blinded, placebo-controlled, dose-escalating study in which a total of

60 subjects will receive three vaccinations (days 1, 22 and 43) of one of three doses of
Invaplexar perox (2.5, 10, or 25 pg) or placebo as per Table 1. A complete 3-dose series will be
completed for an entire cohort at one dose level prior to advancing to the next dose level. Prior to
advancing to the next dose level, a blinded safety analysis (including events up to 7 days after the
third dose) will be completed and reviewed by the Protocol Safety Review Team (PSRT). If no
halting critenia are met, the next cohort and dose level will be imitiated.

As an added precaution in the event of severe reactogenicity when Invaplexar petox 15
admimistered intrammscularly, five subjects of Cohort A will be enrolled in a pilot group prior to
enrolling the remaining subjects. In this pilot group, four subjects will receive 2.5 pg of
Invaplexar perox and one subject will receive placebo (saline). These subjects will be momitored
for 7 days post vaccination for solicited and systemuc reactions, unsolicited adverse events, and
serious adverse events. If no unexpected symptoms occur within 7 days of vaccination,
enrollment of the remaming subjects in Cohort A may proceed.

Blood and stool specimens will be collected at prescribed intervals to examine systemic and
mucosal immune responses. Vaccine safety will be actively assessed at vaccination and for

28 days following receipt of the third vaccine dose. The decision to advance to the next cohort
(higher dose level) will be based on the safety assessment (not immunogenicity). A dose level
with no occurrence of stopping criteria will prompt moving to the next cohort. All safety data
will be summarized and reviewed by the PSRT prior to dose-escalation

The study consists of 11 visits not including the screening visit or the day -7 visit. Additionally,
subjects are expected to be available for a telephone follow-up approximately 6 months after
receipt of the last vaccine dose. The clinical protocol time and events schedule 1s shown 1n
Table 2.
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4.2. Discussion of Study Design

CVIA 064 1s a double-blinded, placebo-controlled, dose-escalating, single center study to assess
the safety, reactogenicity and immunogenicity of three doses of Invaplexar perox Vaccine when
admimistered to 18 through 50-year-old healthy subjects. As this 1s a Phase 1 study, the inclusion
of placebos in the study design was mtended primanly to keep subjects and investigators blinded
to the actual product received, rather than as a comparator for safety and immunogemicity
outcomes. A total of 60 subjects were planned for this study, the sample size bemng linuted by
the early stage of the product concept/testing. The study was designed to evaluate preliminary
safety data but not designed to show statistically significant differences between groups.

More detailed information on the study design can be found in the protocol Section 8.

4.3. Selection of Study Population

4.3.1. Description of Study Population

This study will be conducted at the Walter Reed Army Institute of Research (WRAIR) Clinical Trials
Center (CTC), Silver Spring, Maryland in the US. The mtent 1s to enroll a total of 60 subjects aged

18 through 50 years old. The target population will reflect the demographics of the commumity at
large m the area surrounding the study site. Healthy adults, both males and non-pregnant females,

will be recruited from the Baltimore/Washington, DC, area through the WRAIR CTC by the use of
advertisement i multiple media formats, to include but not limited to: newspapers, fliers, e-mauls,
the WRAIR CTC web site, public listservs, social media (such as Facebook), posters, bus ads, and
generic radio advertisements. E-mail announcements and web site postings (e.g., WRAIR CTC) will
include information found on recruitment scripts (excluding any compensation mformation) or
posters excluding any photos unless attached as a complete flyer. Recnuutment may also mclude
oral presentations at events, meetings, and briefings wherein the desired recrut population might
reasonably be expected to attend. All forms and mechamsms of recrmtment as well as the
recruitment materials will be approved by the local Institutional Review Board (IRB) prior to
use. Retention of participants will be accomplished through study remunder telephone calls,
texts, emails and mailings as per the preferences of each individual volunteer.

43.2. Inclusion Criteria for Enrollment

The PI or designee will make the final decision of eligibihity. Only eligible subjects will be given
the mvestigational product.

Subjects must meet all of the following criteria to be included in the study:
1. Healthy, adult, male or female, age 18 to 50 years (inclusive) at the time of enrollment.

2. Completion and review of comprehension test (achieved = 70% accuracy, two attempts
allowed).

3. Prowide wntten informed consent before mitiation of any study procedures.

4. Agrees to complete all study visits and procedures and provide a screening stool sample.

5. Women of childbearing capacity: Negative pregnancy test with understanding (through
informed consent process) to not become pregnant during the study or within three (3)
months following the last vaccine dose.
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4.3.3. Exclusion Criteria for Enrollment
Subjects meeting any of the following criteria will be excluded from the study.
General Health
1. Health problems (for example, chronic medical conditions such as psychiatric conditions,
diabetes mellitus, hypertension or any other conditions that might place the subject at
mncreased nsk of adverse events) — study chinicians, in consultation with the PL will use

clinical judgment on a case-by-case basis to assess safety risks under this criterion. The
PI will consult with the Research Monitor as appropriate.

. History of autormmune disorders, cardiovascular and renal diseases.

- Use of immunosuppressive medications (systemic corticosteroids or chemo-therapeutics
that may influence antibody development), or immunosuppressive illness, including IgA
deficiency (defined by serum IgA <7mg/dL).

4. Women who are pregnant or planning to become pregnant during the study period plus
3 months beyond the last vaccine dose and currently nursing women.

[ I A

Lh
h

Participation in research mvolving another mvestigational product (defined as receipt of
mvestigational product or exposure to mnvasive investigational device) 30 days before
planned date of first vaccination or anytime through the last in-climc study safety visit.

Positive blood test for HBsAG, HCV, HIV-1/2.

-

Climcally sigmificant abnormalities on basic laboratory screeming (see protocol
Section 8.1).

8. Systemuc antimicrobial treatment (1.e, topical treatments are not an exclusion) within
1 week before admimistration of the first vaccine.

Research Specific
9. Allergies that may increase the nisk of AEs.
10. Regular use (weekly or more often) of antidiarrheal, anti-constipation, or antacid therapy.

11. Abnormal stool pattern (fewer than 3 stools per week or more than 3 stools per day) on a
regular basis; loose or liquud stools on other than an occasional basis.

12. Personal or family history of inflammatory arthritis.

13. Positive blood test for HLA-B27 (associated with increased risk of reactive arthritis
secondary to Shigella infection).

14. History of allergy to any vaccine.

15. Exclusionary skin disease history/finding that would confound assessment or prevent
approprnate local momitoning of AEs, or possibly increase the nisk of a local AE.
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Prior Exposure to Shigella
16. Serum IpG titer > 2500 to Shigella flexnert 2a LPS.
17. History of microbiologically confirmed Shigella infection.
18. Received previous licensed or experimental Shigella vaccine or live Shigella challenge.

19. Travel to countries where Shigella or other enteric infections are endenuc (most of the
developmg world) within two years prior to dosing (chinician judgment).

20. Occupation involving handling of Shigella bactenia currently, or in the past 3 years.

4.3.4. Criteria for Removal of a Subject from Therapy or Study Assessments
The PImay discontinue a subject’s activity without the subject’s consent if any of these critena
15 met:

¢ A subject fails to comply with study procedures

e A subject’s safety or health may be compromised by further participation

¢ It 1s determined to be in the subject’s best interest

If a subject 1s acutely 11l on the day of first vaccination, the subject will not be vaccinated and
may be asked to refurn to be enrolled mn a subsequent dose group. If a subject 1s acutely 1ll on the
day of vaccine Dose 2, the subject may return for vaccination after recovery from the acute
illness if the return visit 1s within the complhiance range for recerving that dose.

4.4, Treatments

4.4.1. Treatments Administered

Vaccine

Invaplexar perox, adnunistered by imframuscular immunization at doses of 2.5, 10 or 25 pg.
Placebo

Placebo (saline) adnumistered by intramuscular immumzation

4.4.2. Identity of Investigational Product

S. flexneri 2a Invaplexar-perox Lot 1972 was produced under cGMP at the WRAIR Pilot
Bioproduction Facility, Silver Spring, MD. The mdividual components IpaB (Lot 1757),
IpaC (Lot 1771) and detoxified LPS (Lot 1902) were assembled mto the Invaplex ar pETOX
complex and subsequently purified by 1on-exchange chromatography yielding the bulk drug
product (Lot 1954). The drug product, designated as Lot 1972, was filled in 2 mL glass vials
stoppered and sealed, and stored at -80 = 10°C.

¥
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4.4.3. Method of Assigning Subjects to Treatment Groups (Randomization)

Enrollment/randomization 1s performed through the enrollment module in the electronic data
capture system, maintamed by the Statistical Data Coordinating Center (SDCC): Emmes.
Randomuzation will be stratified by cohort using a blocking factor of size 5. The allocation ratio
for each cohort 1s 4:1, so each cohort will consist of 4 blocks of 5 subjects, 4 who will recerve
Invaplexar perox and one who will receive placebo, in random order.

The first cohort will be enrolled 1n a staggered manner in order to evaluate the safety and
tolerability of the vaccine in a limited number of subjects before exposing a larger number of
subjects to the study product.

The pilot group will assign subjects to each treatment group with a ratio of 4:1, so that 4 subjects
will recerve Invaplexar-perox and 1 subject will receive placebo.

After review of the safety data through day 7 of this pilot group, if no safety concerns are
1dentified, the remaiming 15 subjects will be randomly assigned to one of the two treatment
groups in the same ratio (4:1) with 12 subjects receiving Invaplexar prrox and 3 subjects
recerving placebo.

To guard against loss of statistical power due to subjects who may drop-out between
randomization and vaccine adnumstration, provision will be made for replacement subjects to be
enrolled. Replacement subjects will recerve the same product (mn a blinded manner) as the drop-out
was scheduled to recerve. Subjects who receive at least one vaccination will not be replaced.

The randonuzation scheme was generated and maintained by the Statistical Data Coordinating
Center (SDCC): Emmes, Rockville, MD.

4.4.4. Selection of Doses in the Study
Subjects will recerve three doses of either Invaplexar-perox (2.5, 10, or 25 pg) or placebo.

4.4.5. Selection and Timing of Dose for Each Subject

Thus 15 a double-blind, placebo-controlled, dose-escalation study, with subjects randomized in a
sequential manner to Cohort A (2.5 pg), B (10 pg), or C (25 pg). Within each cohort a permmuted
block randomization will be used to assign subjects to vaccime or placebo m a 4:1 ratio,
respectively. Each subject will recerve three doses at 3-week intervals (days 1, 22 and 43).
Imitiation of a higher dose cohort will begin only after the previous cohort has completed all

3 doses and all safety data through 7 days post-third dose have been reviewed by the PSRT.

44.6.  Blinding

Thus 15 a double-blind study; study subjects, study personnel who perform study assessments after
vaccine adnumistration, data entry personnel at the site, and laboratory personnel (including those
performing immunology assays) will be masked to treatment assignment. The Emmes statistician
and other designated staff will have access to the unblinded treatment assignments. The study 1s
designed to keep subjects and mvestigators blinded until completion of the climical phase of the
trial and monitoring of the clinical data. Members of the study staff not involved in climical
outcome assessment will perform formulation of the test articles. During the course of the study,
all efforts will be made to keep subjects and investigators unaware of subject assignment.
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The vaccine/control will be prepared by the unblinded vaccine formmlator who will refer to a
Treatment Key Listing, provided for the trnal by Emmes, to determune the treatment for the
subject. The vaccme formulator will mamntam the Treatment Key Listing under locked/secured
conditions and will not reveal the randonuzation code to any other study staff member or subject.
The mvestigational study product prepared by the qualified unblinded research vaccme
formulator will be witnessed by another unblinded study staff member then dispensed mn a
syringe, labeled with subject number, and admimstered by a blinded clinician.  All follow-up
safety and efficacy evaluations will be performed by blinded climic staff.

Randomization data are kept strictly confidential, and should be accessible only to authonzed
persons, until the time of unblinding.

4.4.6.1. Unblinding Procedure

The site mvestigator may require that the blind be broken for any subject experiencing an
emergency when knowledge of the subject’s treatment assignment may be necessary for
subsequent clinical care.

Every effort should be made not to unblind the subject unless it 1s considered necessary for the
welfare of the subject. Prior to unblinding, the site Investigator 1s encouraged (to the extent
possible, without jeopardizing the subject’s health) to contact the Sponsor (or designee) to
discuss the decision to break the blind. The site PI will be expected to provide a rationale for
the necessity of unblinding based on the expectation that knowledge of the subject’s treatment
assignment will have a meaningful impact on the subject’s medical care in the short term.

If a subject’s treatment assignment 1s unblinded, the subject will remain in the study and
continue with protocol-defined study visits, but not receive further study vaccines. The decision
to unblind will be commumicated to the regulatory bodies (e.g, institutional review boards
[IRBs]) as required. At the end of the study, documentation of all unblinded subjects (and the
rationale for unblinding) will be mcorporated into the Trial Master File.

Study unblinding will occur after study completion, when all data have been entered, all data
queries have been resolved, and the database has been locked.

4.4.7. Prior and Concomitant Therapy

Subjects taking regular medication (1.e_, birth control pills) prior to enrollment in the trial will
be allowed to contimue to take this medication unless 1t 1s specifically excluded as part of the
mnclusion/exclusion critenia for the trial. Subjects needing to take non-approved or excluded
medication will not be eligible for enrollment m this study. Investigators will make
deternunations of continued eligibility throughout the trial. Any medication ordered by the
study physician during the course of the trial will be documented on appropnate source
documents. Medications being taken prior to and during the course of the trial will also be
documented 1 this manner.
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4.4.8. Treatment Compliance

All subjects should receive 3 study vaccinations and the second and third should be within

+2 days of the scheduled visit time. All vaceines will be adnunistered or witnessed by a study
mvestigator, chinical research coordinator, or designee. Each subject will be observed for at
least 30 nunutes after adnunistration in case of any immediate adverse reactions. If a subject
experiences an immediate adverse reaction, he/she will be treated and the event will be
recorded in the eCRF.

4.4.9. Protocol Deviations

All subject-specific deviations from the protocol (e.g., failure to return for follow-up wvisits or
blood collection within the time indicated in the protocol) are to be documented. The PI or
designee will be responsible for identifying and reporting all deviations, which are defined as
1solated occurrences mvolving a procedure that did not follow the study protocol or Manual of
Procedures (MOP). Deviations will be reported annually in the continuing review report to the
IRB and HRPO, 1f appropriate. The PI or sub-investigator will assess action taken in response
to the deviation and the impact of the deviation.

Any protocol deviation that adversely affects the safety or nghts of a subject or the scientific
mntegrity of the study will be reported immediately to the sponsor and the NMRC IRB.
4.5. Immunogenicity and Safety Variables

The following section describes the collection of immunogenicity and safety variables. For a
detailed schedule of activities, refer to Table 2. For a list of the primary and secondary
mmmunogenicity and safety vanables, refer to Section 3.2 and Section § .

45.1. Adverse Events

4.5.1.1. Reactogenicity Events

Solicited AEs are pre-specified local and general (systemic) adverse events that are common
and known to occur or are of particular interest following administration of the study vaccine.
For thus trial, solicited AEs will be assessed by study staff 30 nunutes after each vaccination and
then by study subjects daily for 7 days (day of vaccination and subsequent 7 days). Subjects are
provided a diary card for recording the presence or absence and sevenity of solicited AEs.

Investigators will review diary cards with the subject and document positive findings on source
documents or progress notes.

Solicited reactogemicity events include the following:
Local Reactions:

e Site pain, site tenderness, swelling, mnduration, site redness and pruritus.
Systemic Reactions:

e Fever, nausea, vonuting, abdominal pamn, diarrhea (loose stools), appetite change,
fatigue, headache, myalgias, arthralgias and malaise.
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4.5.1.2. Unsolicited Adverse Event

Refer to Section 3.3.1 in this report or Section 11.5 in the protocol for a more detailed definition
of AE_ The occurrence of an AE mught come to the attention of study personnel during study
visits or during interviews of a study subject who presents separately for medical care.
Information to be collected on AEs includes event description, time of onset, assessment of
severity, relationship to study product (assessed only by the PI), and time of resolution/
stabilization of the event. Unsolicited Adverse Events are non-serious adverse events occurring
from the time of each study injection through approximately 28 days after each mjection.

4.5.1.3. Serious Adverse Event (SAE)
Refer to Section 3.3.2 1n this report for the defimition of SAE. SAEs are collected from the time
of first study injection through last study visit or last contact.

4.5.2. Severity of Adverse Events

All AEs will be assessed for sevenity by the investigator. The investigating team will execute
the mvestigator severity scale below. Inherent in this assessment 1s the medical and climical
consideration of all information surrounding the event including any medical mtervention
required. Each event will be assigned one of the following categonies: mild, moderate, severe, or
potentially life-threatemng. See Table 4 for vital signs and Table 5 and Table 6 for laboratory
values for further pmdance in the assignment of severity. The following criteria may be used for
any symptom not included mn the grading scale. The eCRF for AEs will reflect only the highest
severity for continuous days an event occurred.

e Mild (Grade 1) Does not mnterfere with routine activities
Mimmal level of discomfort

¢ Moderate (Grade 2) Interferes with routine activities
Moderate level of discomfort

e Severe (Grade 3) Unable to perform routine activities
Significant level of discomfort

e Potentially life-threatening (Grade 4) Hospitalization or ER. visit for potentially
life-threatening event

FDA pwmdelines for toxicity will be followed; however, 1f a subject 1s evaluated in an emergency
room for a non-life-threateming 1llness or symptoms (1.e., visits emergency department on
weekend for mild problems because the physician’s office 1s closed), the mformation from that
visit will be reviewed, and severity of the AE will be assessed according to the subject’s climical

signs and symptoms.

4.5.3. Immunogenicity Variables

Immunological analyses will be performed from blood samples drawn at follow up chime
appointments per the schedule in Table 2 to assess the immunologic responses to IM
admimistration of Invaplexar perox: 1) serum samples for antibody (IgG and IgA) titers against
Invaplex; and 2) (IgG and IgA) titers agamst Invaplex from ALS. Reciprocal endpoint fiters less
than the starting dilution (LLOQ) of the assay will be assigned a value of half the starting
dilution for computational purposes. In all statistics and listings, values <LLOQ will be
presented as “<LLOQ"”, with LLOQ replaced with the actual starting dilution.
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5. SAMPLE SIZE CONSIDERATIONS

A total of 60 subjects are planned for this study. The sample size for this study was linmted by
the early stage (Phase 1) of the product concept/testing and was designed to evaluate prelininary
safety data but not designed to show statistically sigmificant differences between groups. Given
the small number of subjects per group, the precision of the estimate for AEs 1s limited. For
example, using binonual probability formulae for no observed adverse events within the

16 subjects receiving a particular dose of the active vaccine yields a 95% CI of 0-21%.

6. GENERAL STATISTICAL CONSIDERATIONS

6.1. General Principles

All analyses will be grouped by dose (2.5, 10, 25 pg, placebo). In general, all data will be listed,
sorted by dose and subject, and when appropriate by visit number within subject. All summary
tables will be structured with a column for each treatment group in order of increasing dose, with
placebos pooled at the end, and will be annotated with the total population size relevant to that
table, including any missing observations.

6.2. Timing of Analyses

Blinded safety data through seven days after the third dose in each cohort will be prepared and
reviewed by the Protocol Safety Review Team (PSRT) prior to enrollment into the next cohort.
For details, refer to Section 6.6.

Once the full set of samples for key immunogenicity vanables have been collected at the
day 71 wisit (28 days after the third vaccination), the database will be frozen for an unblinded
(at the group level) topline results analysis.

A final analysis of all data collected through day 223 (by telephone) will be performed after all
data queries have been resolved and the data base locked.

6.3. Analysis Populations
A summary of the analysis populations by study group will be prepared (Table 8, Appendix A).

6.3.1. Safety Population

The safety population will consist of all subjects who received at least one immumzation.
Subjects will be grouped according to the actual product recerved. This population will be used
for all safety analyses. Denonunators for different safety endpoints may vary according to the
number of subjects with available data for the specific endpomt.

6.3.2. Immunogenicity (IMM) Population

The immunogenicity population will be adapted to each analysis time point and parameter, and
will include all subjects who received at least two vaccinations, who have baseline and post-
vaccination data for the immunogenicity vanable of interest. Subjects with missing baseline data,
major protocol deviations prior to the analysis time point, that are likely to affect immunology
results, or who only received a single vaccine dose, will be excluded.
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6.4. Covariates and Subgroups

The protocol does not define any formal subgroup analyses, and the study 1s not adequately
powered to perform subgroup analyses.

6.5. Missing Data and Outliers

All attempts will be made to collect all data per protocol. As missing data are expected to be
mimmal, no imputation will be performed for missing values. Any data point that appears to

be erroneous or inexplicable based on climical judgment will be investigated as a possible outlier.
If data points are identified as outliers, sensitivity analyses will be performed to examine the
impact of including or excluding the outliers. Any substantive differences in these analyses will
be reported. Non-analyzable data will be documented in the deviations.

6.6. Protocol Safety Review Team (PSRT)

No formal mterim analyses involving hypothesis testing were planned. The analyses described
here are for safety review only, by the PSRT.

A PSRT will be established by PATH to monitor the study and to provide independent, non-
binding advice on safety and ethics. The PSRT will be composed of the Principal Investigator,
the PATH Medical Officer and the Independent Research Monitor who will periodically review
the conduct and safety of the study. The PSRT will be supported by an unblinded secretary and
an unblinded biostatistician, both from Emmes. The responsibilities and procedures of the PSRT
are defined in the PSRT Charter.

Three blinded reviews of data will be conducted by the PSR T when safety, reactogenicity and
clinical lab data from all subjects in a cohort are available up to 7 days post-dose 3 of the study
vaccine. Each report will be provided to the PSRT for their review to determune whether the
study can continue to enroll for the next, dose-escalating cohort or whether the study should be
stopped. At the time of each interim analysis, PATH will neither have access to the individual
treatment assignments, nor to any unblinded safety reports (if applicable), but will be provided
with aggregated safety results per cohort to allow strategic decisions for the future of the study.
The following summaries will be generated by group and all analyses will be performed on the
safety population. Each PSRT report will be based on a umque frozen data base.
1. Occurrence of solicited local AEs during a 7-day follow-up period (1.e., on the day of
vaccination and 7 subsequent days) after the first, second and third dose.
2. Occurrence of solicited systemic AEs during a 7-day follow-up period (1.e_, on the day of
vaccination and 7 subsequent days) after the first, second and third dose.
3. Occurrence of unsolicited AEs after each dose and up to 28 days after the third dose
(dose intervals are 21 days).
4. Occurrence of hematological (red blood cell, white blood cell, differentials, hematocrt,
platelet count and hemoglobin) and biochemical (Sodium, Potassium, Glucose, AST, ALT,
BUN and Creatimine) laboratory abnormalities within 7 days of each dose.

5. Occurrence of SAEs at any time during the study at the time of data freeze.
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6.7. Multiple Comparisons/Multiplicity

Due to the early clinical trial phase and the exploratory nature of this study, no adjustment for
multiplicity will be performed.

7. STUDY SUBJECTS

7.1. Disposition of Subjects

Table 7 will present a summary of the reasons that subjects were screened but not enrolled. The
composition of analysis populations, mcluding reasons for subject exclusion, by study group,
will be presented in Table 8. The disposition of subjects and receipt of study vaccinations will be
tabulated by study group for all subjects. Summary of subject disposition will include number of
subjects screened, enrolled, receiving study product, completing the study, and with
immunogenicity results available (Table 9). A CONSORT diagram of the study will also be
prepared (Figure 1).

A listing of subjects who discontinued vaccmations or terminated from study follow-up and the
reason will be mcluded 1n Listing 1.

7.2, Protocol Deviations

A summary of subject-specific protocol deviations will be presented by the deviation category,
dewviation type, and study group for all subjects (Table 3). All subject-specific protocol
deviations and non-subject-specific protocol deviations will be included as data hstings

(Listing 2 and Listing 3). Protocol deviations will not necessanily always lead to exclusion from
the Immunology analysis population.

8. SAFETY EVALUATION

Safety 1s the primary objective of this study. Continnous measures will be assessed using mean,
standard dewviation, median, and range; categorical measures will be assessed using frequencies
and proportions with exact 95% CIs. For safety assessments presented by time point,
unscheduled assessments will be summarized as separate time points in chronological order with
scheduled study visits.

All safety analyses will be based on the safety population and presented by treatment group.

8.1. Demographic and Other Baseline Characteristics

A summary table of continuous measures (age, height, weight) and categorical measures (gender,
race, ethnicity) will be presented by treatment group and overall (Table 10). Demographic listing
will also be prepared (Listing 4).

8.1.1. Prior and Concurrent Medical Conditions

All current illnesses and past pre-existing medical conditions will be MedDRA® coded using
MedDRA dictionary version 20.1 or higher. Summaries of subjects’ pre-existing medical
conditions will be prepared (Table 11), and mdividual subject listings will be prepared for all
pre-existing medical conditions (Listing 5).
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8.1.2. Prior Medications

A summary of medications that were taken strictly prior to dosing will be presented by WHO
Drug Classification (Table 12). Individual subject data will be included in the histing prepared
for all concomitant medications (Listing 14).

8.2. Measurements of Treatment Compliance

A summary of the number of doses of study product administered to subjects will be prepared as
part of the subject disposition table (Table 9, Appendix A).

8.3. Adverse Events

The primary objective of this study 1s safety of the Invaplexar perox vaccination. All summaries
of adverse events will be presented by vaccine dose (1 to 3) and overall, and by treatment group.
Safety summaries and analyses will be presented for the Safety Population.

Local and general (systemuc) solicited AEs, as well as lymph node assessments, are collected
within 30 nunutes of each vaccine dose and through 7 days following each dose (day of
vaccination and subsequent 7 days). Lymph nodes are assessed as palpable or not palpable and
for tendemness (yes/no). All other solicited events and symptoms are graded as 0 (normal),

1 (nmuld), 2 (moderate), 3 (severe), and 4 (potentially life-threatening). All general and local
reactions are listed below.

Local Reactions:
e Site pain, site tenderness, swelling, mnduration, site redness and pruritus.
General Reactions:

¢ Fever, nausea, vonuting, abdominal pamn, diarrhea (loose stools), appetite change,
fatigue, headache, myalgias, arthralgias and malaise.

Adverse events will be summarized by MedDRA® system organ class (SOC), preferred term
(PT), severity (nuld, moderate, severe, potentially life-threatening) and whether related
(definitely, probably or possibly) or not related (unrelated, unlikely) to study product. When
calculating the incidence of adverse events (1.e, on a per subject basis), each subject will only be
counted once per category. Per protocol, all adverse events occurning within 28 days of the thurd
vaccination (Day 71) will be presented (Table 18, Appendix A and Listing 10, Appendix C).
All events reported on the adverse event CRF will be included i the listing_

To assess safety, the number and percentage of subjects experiencing at least one AE, and the
number and percentage of subjects expeniencing each specific AE, categonized by body system,
preferred term and product admmistered (for individual post-dose periods and for the entire
study period) along with exact 95% CIs, will be tabulated. Overall summaries by study group
include the number and percentage of subjects expeniencing: (1) any adverse experience; (2) any
Grade 2 or greater AE; (3) any AE judged related to study product; (4) any Grade 2 or greater
AF judged related to study product; (5) Any SAE; (6) Any SAE related to IP.

Rates of all adverse events will be analyzed by Pearson’s Clu-square test (or Fisher’s exact test if
assumptions are not met for Pearson’s Chi-square), to compare groups, if applicable.
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A listing of all AEs by subject will be presented (Listing 10, Appendix C).

The following summaries of adverse events will be presented by SOC, PT, study product and
vaccination number:

e Total frequency of AEs (Table 19 and Table 20).

s Subject level summaries of seventy and relationship to study product (Table 21
through Table 28).

e Listing of Grade 2 or greater non-serious AEs (Table 29).

8.4. Deaths, Serious Adverse Events and Other Significant Adverse
Events

Deaths, SAEs and other sigmficant AEs will be presented (Table 31, Appendix A), including
Subject ID, Age (years), Event Description, Onset Date/End Date, Last Dose Received/Days
Post Dose, Reason Reported as an SAE, Relationship to Treatment, Alternate Etiology if Not
Related, Action Taken, Outcome, and Duration of Event (days). If a reasonable number of events
1s reported then a subject level summary will be presented.

8.5. Pregnancies

For any subjects m the Safety population who become pregnant during the study, every attempt
will be made to follow them through completion of pregnancy to document the outcome,
mncluding mmformation regarding any complications with pregnancy and/or delivery. Listings of
pregnancies and outcomes will be presented (Listing 15, Appendix C).

8.6. Clinical Laboratory Evaluations

The distribution of each laboratory value will be presented by time point and treatment group
(Table 31, Appendix A), including mean, standard deviation, mean change, median, median
change, and range. The severity and relationship to study product of each laboratory value will
be summarnzed separately (Table 32, Appendix A). A listing of all values in subjects will be
prepared (Listing 11 and Listing 12, Appendix C).

8.7. Vital Signs and Physical Evaluations

Vital sign measurements including systolic blood pressure (mmHg), diastolic blood pressure
(mmHg), oral temperature (°C or °F) and heart rate (beats/munute) will be assessed at each clinic
visit. Between group differences i heart rate, systolic and diastolic blood pressure will be
compared using the nonparametric Kruskal-Wallis test, unless normality assumptions are
fulfilled for ANOVA. Within-group changes from baseline will be assessed using the signed-
rank test, unless normality assumptions are fulfilled for the paired t-test. Normality assumptions
will be assessed usmg goodness-of-fit tests based on the empirical distribution function and by
mspection of normal probability plots. Vital signs will be tabulated by visit and treatment group
(Table 33, Appendix A), including mean standard deviation, median and range and a full listing
will be prepared (Listing 13, Appendix C).
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A complete physical exanunation will occur at screening, followed by a brief physical exam
about 7 days prior to the first vaccination. If the mitial screening 1s within the day -7 window
(-14 to -2), 1t can count as both the imitial screening and pre-vaccination visit. A table
summarizing the occurrence of abnormal physical exam findings will be presented by body
system and treatment group (Table 34, Appendix A). A listing of physical exam values,
indicating any abnormalities, will be presented (Listing 13, Appendix C).

8.8. Concomitant Medications

Concomitant medications will be coded to the Anatomical Therapeutic Classification using the
WHO Drug Dictionary. The use of prior and concomitant medications taken during the study
will be recorded on the CRFs. The use of concomitant medications during the study will be
summarized by ATC1, ATC2 code and study group for the Safety population (Table 12,
Appendix A) and a by-subject histing of prior and conconutant medication use will be prepared
(Listing 14, Appendix C).

9. IMMUNOGENICITY
The analysis of immunogemcity will be performed on the Immunogemicity Population.

In general, descriptive statistics (mean and SD of logio titers, GMT and 95% CL median, range)
will be tabulated by treatment group and time-point. The two-sided 95% CI will be obtained
using a t-distrnbution. Additionally, the geometric mean fold-nse from baselme (GMFR) will be
computed (based on the difference in log titer of post-baseline measurement nunus baseline) and
summarized in the same manner. For GMTs and GMFRs, between-group compansons will be
examined with ANOVA. The normality of the log-transformed continuous outcomes will be
assessed using goodness-of-fit tests based on the empirical distribution function and by
mspection of the normal probability plot. If normality assumptions are not satisfied, then the
Kruskal-Wallis test will be used.

The number and proportion of responders (subjects who seroconvert, 1.e_, > 4-fold mcrease in
endpoint titer between baseline and post-vaccination samples), together with exact Clopper-
Pearson 95% CIs will be tabulated by treatment group and time-point. If appropriate, between
groups comparisons will be examined with Fisher’s exact test unless assumptions are fulfilled for
the y* test.

In addition to the tables, reverse cumulative distribution (RCD) curves will be presented by
parameter, visit and treatment group, for both GMTs and GMIs. For each parameter at each visit,
the treatment groups will be presented by 4 RCD curves.

All statistical tests will be interpreted in a two-tailed fashion using p<0.05 to represent statistical
significance.
A listing of all immunogemicity results 1s provided in Appendix C, Listing 6 through Listing 12
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9.1. Primary Immunogenicity Analysis

The immunogenicity endpoints listed in Section 3.2.2 will be summanzed as above in Table 14
through Table 17, and in Figure 2 through Figure 9 to meet the secondary objective of
assessing IoG and IgA serologic and ALS responses to S. flexneri 2a Invaplex. Complete listings
will be presented in Listing 6 (serum IgA), Listing 7 (serum IgG), Listing 8 (ALS IgA) and
Listing 9 (ALS IgG) in Appendix C.

9.2. Exploratory Immunogenicity Analyses

Analysis of exploratory endpoints 1s beyond the scope of this SAP.

10. REPORTING CONVENTIONS

P-values will be reported to 3 decimal places; p-values less than 0.001 will be reported as

“<(0.001” and p-values greater than 0.999 will be reported as “>0.999”. The median (except for

ties), mimimum and maximum will be reported on the same scale as the original data. The mean,

standard deviation and CIs will be reported to one additional decimal place. Percentages will be

reported to one decimal and corresponding 95% CIs will be to two decimals.

11. TECHNICAL DETAILS

SAS version 9.3 or above will be used to generate all tables, fipures and listings.

12. SUMMARY OF CHANGES IN THE CONDUCT OF THE STUDY
OR PLANNED ANALYSES

No changes have been made at this time.

13. REFERENCES
Not applicable.
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Al Demographics Tables
21 Overall Study Design and Plan Description
Table 1: Study Design [In-Text]
Timing of
Cohort Group N Route Study Dose Injections
A Al 16 M Invaplexar.oerox 2.5 pg Day 1, 22, 43
A2 4 M Placebo Day 1,22, 43
B B-1 16 i Invaplexar.peTox 10 ug Day1.22 43
B-2 4 i Placebo Day1.22 43
C C-1 16 i Invaplexap peTox 25 pg Day1.22 43
C-2 4 i Placebo Day1.22 43
IM = intramuscular.
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12.2.2 Displays of Adverse Events

Table 4: Reference Ranges and Adverse Event Coding for Vital Sign Parameters
Mild Moderate Severe Potentially Life
Parameter {(Grade 1) {(Grade 2) (Grade 3) Threatening (Grade 4)
Heart Rate
Tachycardia ER visit or
101-115 116-130 =130 hospitalization for
arrhythmma
Bradycardia ER visit or
50-542 45-49 =45 hospitalization for
arrhythmma
Fever (°C) 38.0-38.4 38.5-38.9 39.0-40 > 40
(°B) 100.4-101.1 101.2-102.0 102.1-104 =104
Blood Pressure
H-‘J’P:]f]'imm u ER visit/hospitalization
(systolic. mm Hg) | 14, 450 151-155 =155 for malignant
hypertension
. ER wisit/hospitalization
Hypertension - :
(diastolic, mm He) 91-95 96-100 =100 for mahgt_t:mt
hypertension
Hypotension 35-89 30-84 =80 ER visit'hospitalization

(systolic, mm Hg)®

for hypotensive shock

a Grade 1 bradycardia will not be considered an abnormality for this study unless judged to be clinically significant
by the PI or the PI in consultation with the research monitor and sponsor.

b If a subject has a baseline systolic blood pressure in the 90s then a decrease in blood pressure < 10 without
associated clinical symptoms will not be considered an abnormality for this study unless judged to be clinically
significant by the PL

If a subject visits an emergency room for a non-life-threatening illness or symptoms (1., visits emergency room on
weekend for mild problems because the physician’s office is closed), the severity of the AE will be assessed
according to the subject’s clinical signs and symptoms.
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Table 5: Reference Ranges and Adverse Event Coding for Clinical Hematology
Parameters
Potentially Life
Quest Mild Moderate Severe Threatening
Parameter Normal (Grade 1) {Grade 2) (Grade 3) {Grade 4)
I;;mglﬂbi_n (g/dL) ol M:LIN=132 |M:125-13.1 | M:105-124 | M: 8.5-104 M: <85
(for screening purposes only) | g yyN_117 | F-110-116 |F-95100 | F-80-04 F-<8.0
Hemoglobin - decrease from
lower limit of normal 0515 1.6-2.0 2.1-5.0 =50
{used to grade toxicity)®
Neutrophils (cells/mm’) 1,500-7,800 1,225-1490 | 1,000-1,224 | 776-999 <776
Leukocytes (white blood cells) 3.800-10.800
(cells/nom®) : :
Leukopenia 2.500-3.799 | 1,500-2490 | 1,000-1,499 = 1,000
Leukocytosis . 15,001- 20,001-
10.801 : : = 25,000
15,000 20,000 25,000
Lymphocytes (cells/mm’) 850-3,900 750-849 500-749 2504990 =250
Eosinophils (cells/mm’) 15-500 551-1,500 1,501-5.000 | = 5.000 Hypereosinophilic
Platelets decreased (10°/mmv’) | 140-400 125-130 100-124 25-90 <25

In an instance where a post-vaccination hemoglobin result is below the Quest normal range, an AF 15 recorded
when the post-vaccination value represents a decrease of >0.5 g/dL from that subject’s baseline value. If a
subject has a decrease in hemoglobin =0.5 g/dL but remains within the Quest normal range, that will not be

documented as an AE.
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Table 6: Reference Ranges and Adverse Event Coding for Blood Chemistry
Parameters
Potentially
Quest Mild Moderate | Severe Life-Threatening
Parameter Normal {(Grade 1) | (Grade2) | (Grade3) | (Graded)
. 135-146
Sodium ( 1)
Hyponatremia 132-134 130-131 125-129 <125
Hypernatremia 147-148 149-150 151-152 =152
. 3555
Potassium ( 1)
Hypokalemia 3334 3132 2930 =29
Hyperkalemia 5657 58-59 6.0-6.1 6.2
Glucose, Random 65-139 (mg/dL)
Insulin irement
Hyperglycemia 140-155 | 156200 | =200 Tequiretents
or hyperosmolar coma
Hypoglycemia 60-64 55-39 45-54 =45
M: 1040 U/L M: 41-100 | M: 101-200 | M: 201400 | M: = 400
SGOT/AST (elevati
(clevation) F:10-30U/L F:31-75 F: T76-150 F: 151-300 | F: =300
SGPT/ALT (elevati M: 9-60 U/L M: 61-150 | M: 151-300 | M: 301-600 | M: = 600
(clevation) | £ 640U | F-41-100 | F-101-200 | F: 201400 | F-= 400
BUN (elevation) 7-25 26-28 29-31 =31 Requires dialysis
Creatinine (clevation) M:0.7-14 M:1517 | M: 1820 |M:21-25 |M:=25
F:05-1.1 F:12-17 | F:18-20 F-21-25 F: =25 or requires dialysis
Emmes CONFIDENTIAL j1
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14.1 Description of Study Subjects
Table 7: Ineligibility Summary of Screen Failures [In-Text]
Inclusion/Exclusion
Category Inclusion/Exclusion Criterion n’
Inclusion and Exclusion | Subjects failing anv eligibility criterion X
Inclusion Any inclusion criterion X
[inchision criterion 1] X
[inchision criterion 2] X
[inchision criterion 3] X
Exclusion Any exclusion criterion X
[exclusion criterion 1] X
[exclusion criterion 2] X
[exclusion criterion 3] X
Eligible but not enrolled X

 More than one criterion may be marked per subject.

[To mnclude all inclusion/exclusion criteria)
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Table 8: Analysis Populations by Treatment Group
Invaplexar |Invaplexar |Invaplexar
25ng 10 pg 25 ng Placebo All Subjects
Reason for Exclusion (N=X) (N=X) (N=X) (N=X) N=X)
Safety Population n (%) n (%) n (%) n (%) n (%)
Subjects Included
Received First Vaccination
Received Second Vaccination
Received Third Vaccination
Immunogenicity Populations*® n (%) n (%) n (%) n (%) n (%)
Completed Visit and
Assay :@]:}tn Available
Semum IgA | Day 22 (3 wks post-vac.1)
Day 43 (3 wks post-vac.2)
Day 50 (1 wk post-vac.3)
Day 57 (2 wks post-vac. 3)
Day 71 (4 wks post-vac 3)
Sermum IgG | Day 22 (3 wks post-vac.1)
Day 43 (3 wks post-vac.2)
Day 50 (1 wk post-vac.3)
Day 57 (2 wks post-vac. 3)
Day 71 (4 wks post-vac 3)
ATSIgA Day 8 (1 wk post-vac.1)
Day 29 (1 wk post-vac.2)
Day 50 (1 wk post-vac.3)
Day 71 (4 wks post-vac 3)
ATS IgG Day 8 (1 wk post-vac.1)
Day 29 (1 wk post-vac.2)
Day 50 (1 wk post-vac.3)
Day 71 (4 wks post-vac 3)
* Subjects with baseline and post-vaccination data, who received all required vaccinations prior to visit.
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Table 9: Subject Disposition by Treatment Group
Invaplexar |Invaplexar |Invaplexar
Subject Disposition 25 pg 10 pg 25 ng Placebo | Total
n n n n n
Screened® na na na na
Enrolled Randomized
Recerved First Dose
Recerved Second Dose
Recerved Third Dose
Recerved all 3 Doses
Completed Visit 11 (Day 71)
Completed Visit 12 (Day 223)

Serology IgA or IgG Results Available

Visit 01 (Baseline)

Visit 04 (Pre-Dose 2)

Visit 07 (Pre-Dose 3)

Visit 09 (Day 7 post-vac.3)

Visit 10 (Day 14 post-vac.3)

Visit 11 (Day 28 post-vac.3)

ALS IgA or IgG Results Available

Screening

Visit 01 (Baseline)

Visit 03 (Day 7 post-vac.1)

Visit 06 (Day 7 post-vac.2)

Visit 09 (Day 7 post-vac.3)

Visit 11 (Day 28 post-vac.3)

Fecal IgA Results Available

Screening

Visit 01 (Baseline)

Visit 06 (Day 7 post-vac.2)

Visit 09 (Day 7 post-vac.3)

* Screening occurs prior to group assignment, which occurs at randomization.

na = not applicable.
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Table 10:

Enrolled and Randomized Subjects [In-Text]

Demographics and Baseline Characteristics by Treatment Group - All

Characteristic/ Statistics

Invaplexar

25ng
(N=X)

Invaplexsr
10 pg
(N=X)

Invaplexsr
25 ng
(N=X)

Placebo
(N=

All
Subjects

N=X)

n (%)

n (%)

n (%)

n (%)

n (%)

Sex

Male

Female

Ethnicity

Not Hispanic or Latino

Hispanic or Latino

Not Reported

Unknown

Race

American Indian or Alaska Native

Asian

Native Hawatian or Other Pacific Islander

Black or African American

White

Multi-Racial

Unknown

Age (vears)

Mean (SD)
Median

Min/Max

Weight (Ibs)

Mean (SD)
Median

Min/Max

Height (ins)

Mean (SD)
Median

Min/Max
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Table 11: Pre-Existing Medical Conditions by MedDRA® System Organ Class and
Treatment Group
Invaplexar |Invaplexar |Invaplexar
25ng 10 pg 25 ng Placebo All Subjects
(N=X) (N=X) (N=X) (N=X) (N=X)
MedDREA System Organ Class |n % n %o n %o n %o n %o
Any SOC X XX X XX X XX X XX X XX
[SOC1]
[SOC 2]

N=Number of subjects enrolled.

n = Number of subjects reporting medical history within the specified SOC.
A subject is only counted once per SOC.

Table 12: Prior and Concomitant Medications, by WHO Drug Classification and
Treatment Group
Invaplexar Invaplexar Invaplexar
25ng 10 pg 25 ng Placebo
(N=X) (N=X) (N=X) (N=X)
Prior | Con | Prior | Con | Prior | Con | Prior | Con
n{%) | n(%) | n(%) | n(%) | n (%) | n (%) | n(%) | n(%)
[ATC Level 1] X(xx) | x(xx) | x(xx) | x(xX) | x(x%) | x(ZX) | 2 (xx) | x(ZX)
[ATC Level 2 - 1]
[ATC Level 2 - 2]
ETC.

N= Number of subjects enrolled. n =Number of subjects who reported talang medication.
Prior = Medications taken prior to, but not continming at enrollment.

Con = Medications taken at any time on or after enrollment.

A subject is only counted once per medication
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Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

A2l Primary Immunology Outcomes

Table 14: Serologic IgA Responses to S. flexneri 2a Invaplex, Descriptive Statistics by Study
Day and Treatment Group - Immunogenicity Population

Invaplexag-perox Dose
25 ng 10 png 25 ng Placebo
Time Point Statistic (N=X) (N=X) (N=X) (N=X)
Serum IgA
n XX
Mean XXX.X
Baseline Median XXXX
sD XXX.X
Range XXX, XXXX
n
Mean
Day 22 Meduan
Pre}—r[)ose 2 SD
Range
GMFR
GMFR 95% CI
Repeat for
Day 43
Pre-Dose 3
Day 50
Post-Dose Day 7
Day 57
Posi-Dose Day 14
Day 71
Post-Dose Day 28

N =Number of subjects in the immunogenicity population n = Number of subjects with data at the specified time point.
GMFE. = Geometric Mean Fold-Rise from Baseline. SD =Standard Deviation. CI = Confidence Interval.
Table with similar in format to Table 14:

Table 15: Serologic IgG Responses to 5. flexneri 2a Invaplex, Descriptive Statistics by Study
Day and Treatment Group - Immunogenicity Population
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Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

Table 16: Antibody in Lymphocyte Supernatant (ALS) IgA Responses to 5. flexneri 2a
Invaplex, Descriptive Statistics by Study Day and Treatment Group -
Immunogenicity Population

Invaplexag-perox Dose
25 ng 10 png 25 ng Placebo
Time Point Statistic (N=X) (N=X) (N=X) (N=X)
Serum IgA
n XX
Mean XXX X
Baseline Median XXEX
sD XXX X
Range EXEX XXXX
n
Mean
Day 8 Medan
Pos};—Duse 1, Day 7 SD
Range
GMFR
GMFR 95% CI
Repeat for
Day 29
Post-Dose 2, Day 7
Day 50
Post-Dose 3, Day 7
Day 71
Post-Dose 3 Day 28

N =Number of subjects in the immunogenicity population n = Number of subjects with data at the specified time point.
GMFE. = Geometric Mean Fold-Rise from Baseline SD =Standard Deviation. CI = Confidence Interval

Table with similar in format to Table 16:

Table 17: Antibody in Lymphocyte Supernatant (ALS) IgG Responses to S. flexneri 2a
Invaplex, Descriptive Statistics by Study Day and Treatment Group -
Immunogenicity Population
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Statistical Analysis Plan - PATH Protocol: CVIA 064

v2.0; 18AUG2020

Table Al:

Day and Treatment Group - Immunogenicity Population [In-text]

Note: Tables Al-A4 are in-text Table numbers will be adjusted when compiling the CSE_

Serologic Responses to 5. flexneri 2a Invaplex, Geometric Mean Titer by Study

Invaplexar-perox Dose
l5png 10 pg 25 pg Placebo

Time Point Statistic (N=X) (N=X) (N=X) (N= P-Value
Serum IgA

n XX
Baseline GMT XXXX X XXX

05% CI XXXX - XXXX
Day 22
Pre-Dose 2 LEXER
Day 43
Pre-Dose 3 LEXER
Day 50
Post-Dose Day 7 A XXXX
Day 57
Post-Dose Day 14 A XXXX
Day 71 .
Post-Dose Day 28 KERX
Serum IeG

n XX
Baseline GMT XXXX X XXX

05% CI XXXX - XXXX
Day 22
Pre-Dose 2 LEXER
Day 43
Pre-Dose 3 LEXER
Day 50
Post-Dose Day 7 A XXXX
Day 57 .
Post-Dose Day 14 KERX
Day 71 .
Post-Dose Day 28 KERX

GMT = Geometric Mean Titer. CI = Confidence Interval. P-values are from ANOVA tests of differences between groups in mean log titers.
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Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

Table A2: Serologic Responses to 5. flexneri 2a Invaplex, Seroconversion Rates by Study
Day and Treatment Group - Immunogenicity Population [In-text]

Invaplexag-perox Dose
2.5ng 10 pg 25 pg Placebo

Time Point Statistic (N=X) (N=X) (N=X) (N=X) P-Value
Serum IgA
Day 22 - =

ay — XXX
Pre-Dose 2 Seroconversion %o XXX -

05% CI XXX XXX

Day 43
Pre-Dose 3 x
Day 50
Post-Dose Day 7 XXXRX
Day 57 x
Post-Dose Day 14 ’
Day 71 x
Post-Dose Day 28 ’
Serum IgG
Day 22
Pre-Dose 2 x
Day 43 x
Pre-Dose 3 )
Day 50 x
Post-Dose Day 7 ’
Day 57
Post-Dose Day 14 XXXRX
Day 71
Post-Dose Day 28 XXXRX

Seroconversion defined as >4-fold increase in fiter from baseline. CI = Exact Clopper Pearson Confidence Interval. P-values
are from Fisher’s exact 2-tail tests of differences between groups in seroconversion rates.
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Statistical Analysis Plan - PATH Protocol: CVIA 064

v2.0; 18AUG2020

Table A3: Antibody in Lymphocyte Supernatant (ALS) Responses to S. flexneri 2a Invaplex,
Geometric Mean Titer by Study Day and Treatment Group - Immunogenicity

Population [In-text]

Invaplexarperox Dose
l5png 10 pg 25 ng Placebo

Time Point Statistic (N=X) (N=X) (N=X) (N= P-Value
ATSIgA

n XX
Baseline GMT XEXX X XEXX

05% CI XXXX - XXXX
Day 8
Post-Dose 1, Day 7 X EXRX
Day 29
Post-Dose 2, Day 7 X EXRX
Day 50
Post-Dose 3, Day 7 X EXRX
Day 71
Post-Dose 3, Day 28 X XEEX
ATSIgG

n XX
Baseline GMT XXXX X XXXX

05% CI XXXX - XXXX
Day 8
Post-Dose 1, Day 7 X EXRX
Day 29
Post-Dose 2, Day 7 X EXRX
Day 50
Post-Dose 3, Day 7 X EXRX
Day 71
Post-Dose 3, Day 28 XHXRX

GMT = Geometric Mean Titer. CI = Confidence Interval P-values are from ANOVA tests of differences between groups in

mean log titers.
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Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

Table A4: Antibody in Lymphocyte Supernatant (ALS) Responses to S. flexneri 2a Invaplex,
Seroconversion Rates by Study Day and Treatment Group - Immunogenicity
Population [In-text]

Invaplexagperox Dose
25 ng 10 pg 25 pg Placebo

Time Point | Statistic (N=X) (N=X) (N=X) (N= P-Value
ATSTIgA

n XX
Day 8 Seroconversion %a XXX X XXXX

05% CI XXX XXX
Day 29 X XXXX
Day 50 X XXXX
Day 71 X XXXX
ALSIgG
Day 8 X XXXX
Day 29 X XXXX
Day 50 X XXXX
Day 71 X XXXX

Seroconversion defined as >4-fold increase in fiter from baseline. CI = Exact Clopper Pearson Confidence Interval. P-values
are from Fisher’s exact 2-tail tests of differences between groups in seroconversion rates.
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Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

A32 Clinical Labs

Table 31: Hematology and Serum Chemistry Test Results, Descriptive Statistics by
Treatment Group - Safety Population

Invaplexar pETOX
25ng 10 pg | 25 ng Placebo

WBC Count (10%/pL)

Screening N

Mean (SD)

Median

Range

Pre-Vaccination 1 N

Mean (SD)

Median

Range

Day 7 Post-Vaccination 1 [N

Mean (SD)

Median

Range

Mean change from baseline (SD)

Median change from baseline

Day 7 Post-Vaccination 2 [N

Mean (SD)

Median

Range

Mean change from baseline (SD)

Median change from baseline

Day 7 Post-Vaccination 3 [N

Mean (SD)

Median

Range

Mean change from baseline (SD)

Median change from baseline

Final “on therapy™ value [N

Mean (SD)

Median

Range

Mean change from baseline (SD)

edian change from baseline

Baseline values are from pre-vaccination 1. If missing, then screening values will be used.
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Statistical Analysis Plan - PATH Protocol: CVIA 064

v2.0; 18AUG2020

Table will also include:

Hematology

WBC Count (10%uL)*
Hematocrit (%o)*

Absolute Lymphocytes (cells/ pL)
Absolute Basophils (cells/ pL)

Chemistry
Sodmm (mmol/T.)
BUN (mg/dL)
Glucose (mg/dL)

RBC Count (10°/uL)**
Platelet count (10 / pL)
Absolute Monocytes (cells/ pL)

Potassium (mmolT.)*
Creatinine (mg/dL)**
AST (UL)

Hemoglobin (g/dL)*
Absolute Neutrophils (cells’ pL)
Absolute Eosinophils (cells/ pL)

Chloride {mmol/1.)
Bicarbonate (mmol/L)
ALT (U/L)

[Programming note: * reported to one decimal place, ** 2 decimal places. All others are integers].

Table 32: Final On Therapy Hematology and Serum Chemistry Severity Grading, by
Treatment Group and Relationship! to IP - Safety Population
Invaplexar | Invaplexar | Imnvaplexar
25ng 10 pg 25 ng Placebo
(N=X) (N=X) (N=X) N=X)
n (%) n (%) n (%) n (%)
WBC
A1l values Normal
Abnormal®
Mild
Moderate
Severe
Potentially Life-Threatening
Mot Related to IP Mild
Moderate
Severe
[Related to IP Mild
Moderate
Severe
|[other parameters]
N=Number of subjects in the safety population
! Relationship is assessed only for mild or greater values reported as adverse events.
? Qutside the normal range but less than mild.
[See above for complete list of parameters]
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Statistical Analysis Plan - PATH Protocol: CVIA 064

v2.0; 18AUG2020

A34 Physical Exam
Table 34: Summary of Abnormal Physical Exam Findings Prior to Dose 1 — Safety
Population
Invaplexar Invaplexar Invaplexar
15ns 10 pg 25 ug Placebo
[Body System Visit (N=X) (N=X) N=X) (N=X)
Any Abnormality Screening
Day -7
Skin Screening
Day -7
[HEENT Screening
Day -7
[Lymph Nodes Screening
Day -7
[Respiratory Screening
Day -7
Cardiovascular Screening
Day -7
Abdomen Screening
Day -7
MNeurological Screening
Day -7
Motor Screening
Day -7
Sensory Screening
Day -7
(Musculoskeletal (Overall) Screening
Day -7
[Musculoskeletal (Joint survey) | Screening
Day -7
Other Screening
Day -7
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v2.0; 18AUG2020

APPENDIX B. FIGURES

Figure 1:
Figure 2:

Figure 3:

Figure 4:

Figure 5:

Figure 6:

Figure 7:

Figure &:

Figure 9:
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B.2 Immunogenicity Figures

Figure 2: Serologic IgA Responses to S. flexneri 2a Invaplex: Distribution of Titers
Using Reverse Cumulative Distribution Curves - Immunogenicity Population
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Implementation Note: A generic sample figure is shown above. The RCD curves will be presented in a single figure
with separate panels for each time point (Visit 01, 04, 07, 09, 10, 11). Visit labels will be included in the panel
headers. Within each panel, 4 individual curves will be presented, one for each Study Group. Each curve will be
represented by a step function The legend will indicate study group only.

Figure 3: Serologic IgA Responses to S. flexneri 2a Invaplex: Geometric Mean Titer
and 95% CI - Immunogenicity Population

Geometric Mean Titer (GMT) and 95% Confidence Interval with Overlaid Scatter plots
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® Flacebo @ Invaplex 2.9 pg @ |lmvaplex 10 pg & Irvaples 25 pg
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Implementation Note: A generic sample figure is shown above. The x-axis will show relevant study visits and be
scaled accordingly. All data are plotted on the log-10 scale. For each sudy group, the GMT and 95% CI are
shown with overlaid jittered data points at each visit. Plot will have only one panel that shows all four study

Zroups.

Figure 4:

Figure 5:

Figure 6:

Figure 7:

Figure 8:

Figure 9:

Serologic IgG Responses to 5. flexneri 2a Invaplex (Visit 01, 04, 07, 09, 10,
11): Distribution of Titers Using Reverse Cumulative Distribution Curves -
Immunogenicity Population

Serologic IgG Responses to 5. flexneri 2a Invaplex (Visit 01, 04, 07, 09, 10,
11): Geometric Mean Titer and 95% CI - Immunogenicity Population
Antibody in Lymphocyte Supernatant (ALS) IgA Responses to 5. flexneri 2a
Invaplex (Visit 00B, 01, 03, 06, 09, 11): Distribution of Titers Using Reverse
Cumulative Distribution Curves - Inmunogenicity Population

Antibody in Lymphocyte Supernatant (ALS) IgA Responses to 5. flexneri 2a
Invaplex (Visit 00B, 01, 03, 06, 09, 11): Geometric Mean Titer and 95% CI -
Immunogenicity Population

Antibody in Lymphocyte Supernatant (ALS) IgG Responses to S. flexneri 2a
Invaplex (Visit 00B, 01, 03, 06, 09, 11): Distribution of Titers Using Reverse
Distribution Curves - Immunogenicity Population

Antibody in Lymphocyte Supernatant (ALS) IgG Responses to S. flexneri 2a
Invaplex (Visit 00B, 01, 03, 06, 09, 11): Geometric Mean Titer and 95% CI -
Immunogenicity Population

Emmes

CONFIDENTIAL 56



Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

APPENDIX C. LISTINGS

LIST OF LISTINGS

Listing 1: Dascontinued Subjects 58
Listing 2:  Subject Specific Protocol Deviation ... 58
Listing 3: Non-Subject-Specific Protocol Deviations ... 58
Listing 4: Demographics ... e 59
Listing 5:  Pre-Exasting Conditions. ... ... 59
Listing 6: Serum IgA Antibody agamnst S. flexneri 2aInvaplex ... 60
Listing 7:  Serum IgG Antibody agamnst S. flexneri 2aInvaplex ... 60
Listing 8: ALS IgA Antibody against S. flexneri 2aInvaplex ... 60
Listing 9 ALS IgG Antibody against S. flexneri 2aInvaplex ... 60
Listing 10: Adverse Events, by MedDRA System Organ Class (SOC) and Preferred

= o 1 R 61
Listing 11: Chimical Lab Values —Hematology.._............ .. 62
Listing 12: Chimical Lab Values — Chemuastry..... ... 62
Lasting 13: Vital S1@ns e 63
Listing 14: Conconutant Medications ... 63
Lasting 15: Pregnancy Report. .. 64
Emmes CONFIDENTIAL 57



85

TYLLNAAIANOD saunuyg
sjuammo) | uonnjosay | Axodne)|jAnqes| juoneuimiaj, uonelAg| 2eq pug UOTIEIAN] e
UONEBIAN] | UONEIAN]| JInpodg 1algnsg A0) uoseay IRLT
paRay | ul paynsay
uonEIsa(Q uopEIAa(Q
SUOL BIAX(] [030)04 dyadg-13algng-uoy] 1f sunsIy
U WIo)
Jomp | ddd wea) uonnjosay | LJANIQEIS| JuonEunmaaj, LAV | wonensaq| nsip| f108ned| uoneaq| Jaquny ai dnoany
j1olepy | papniaxg|  uwonemdq| wnpoag palqns | pamsay 10y | Apms| wonersaq Ad| Plqng| Juauned]
PRV Ul paynsay | UolELAd(] U0sEdY
GRS | UOEIAN]
uonEIAI( [030)04 4 jdS 1algng 17 Bunsry
NSIA ApmS UOIENUI) U0ISI(] 1UIWIEXL ], 10 U0 EUINLI ], A]JET J0] UOSEY L1wdnen| (qpragng dn oan)
JUAUED ]|

spalgng panunuodsi(q

ssunsi| saydeadowa(

1 SunsIy
"D

0ZOTONVEL -0'TA

FO0 VIAD ([000104d HIVd - UB|d SISA[RUY [BEISITS



6%

TYILNIAIANOD saunuy

Wi [, padaajaag S5B|D) URFIO) WASAS Arql puy Auq el waap | Jaquny HIN ar »algns dnoany
YHamK YHAP2IK|  uonipuo’y uonipuey A10)S1H e papy JUFUEM ],
SUONIPUO)) BUNSIX-20d 1€ BUsI]

ey RSTATIN B | (saeak) Xag (1 12alqng dnoany

Wwamjoauy 1€ ady JUIWIED ],

syydeaSowag H Sunsi

0ZOTONVEL -0'TA

F90 VIAD [[000101d H1Vd - ur|d SisA[euy [Rosnmg



09 TVLLNAAIANOD saunug
51 AL L} | AL L} | AL 51 Jan L JL AL il walgng dnoany
pIod pIod pIod pIo4 Apms
[ARIEIA 60 NSIA 90 NSIA £0 MSIA uipsed| L~ Aeq
xajdeau| 7 pauxayl g )suiese Apoquuy 9S[ STV I SunsI]
aspy|  Jang  asy|  Jang  asy| Ay  asiy| AN L gl qpwalgng dno.an
plod plod plod plod Apms
[ARIEIA 60 NSIA 90 NSIA £0 MSIA uyaseg| L~ Aeq
xapdeauy vz rsauxapf g surese Apoquuy vy STV 1§ BunsIy
ostd|  aamy,  asnyl oy asnyl  aang|  asty|  Jamy  ast| aamp|  aamL|  qn welqns dnoas)
plod plo.g plod plod ploA Apms
[RRILIT! 01 NsIA 60 NSIA L0 NSIA P NSIA _.:___um_wm__
xa|deau| vz pauxap) g JsulESe Apoqnuy OS] WIS 1L SunsIy
ostd|  aamy,  asnyl oy asnyl  aang|  asty|  Jamy  ast| aamp|  aamL|  qn welqns dnoas)
plod plo.g plod plod ploA Apms
11 WSIA 01 NSIA 60 MSIA LO MSIA PONSIA | duipseg]
deau] vz ppuxayf ' JsulEbe Apoquuy Yo WnIag 19 SunsIy
SSUIISIT AJdIudSounuiwm | )

0ZOTONVEL -0'TA

FO0 VIAD ([000104d HIVd - UB|d SISA[RUY [BEISITS



19 TYILNIAIANOD saunuy
JUATIWC )/ ATBIIING
N/A N/A
AwoxnQ JAv mpang uauneaap| AFojong | wauneaal | Avs | Auaanag| (uoneang) | Jaquiny | Juaaqg asiaapy ail dnoany
panunuodsiq [Apms yum| aanew)y | Apms o asoq-)sod aso( walgng [yuawgead J,
1algng uael | ‘pajepy |dwsuonepy AB(] 135U0)
oY JoN Ul
[11d] ‘[1D08]

(Ld) waa ] pariajal] pue (HOS) SS8]) URSI() WNSAS VIO PO A] ‘SIUIAT] ISIIAPY
ssunsry Avjes

01 Sunsy

£

0ZOTONVEL -0'TA

F90 VIAD [[000101d H1Vd - ur|d SisA[euy [Rosnmg



o

TYLLNAAIANOD

samug

ANSIwaY ) — SIN[EA B [Eau])

11 Bunsty o} yeutioy rejrung

[sampmeaed Jao 10) anunuo|

0s Aeg

6T Ar]

g Ay

L- Aeq

duiuaaing

[z aweaeg]

05 A

6T Ar(]

g Aeq

L- Ae(

Fuuaanng

[1 1210meae |

AAAAAA idnosn juaunedl ] "XXXXXX [ 12fqns

Ju2 oy

e IudIS
Aleaund

RS TRERE TS

Jjsey
o
aduey)

anjep

adury w3y

Aeq Apms
[Eny

g Jutog

ASojo)emwdf] — sanjeA qe| [edu])

0ZOTONVEL -0'TA

F90 VIAD [[000101d H1Vd - ur|d SisA[euy [Rosnmg

71 BunsIy

ST Sunsiy



£9

TYILNIAIANOD saunuy
(7 124971 DLY) (aaquiny (saquny|  uwonenpup| ams Apmig|  Aeq pug| feqramnsg UOnEINPI | J3quIny ai| dnoary
[ 12A9T DLV tuonduasag HIW)|  fuondiasaq 3v) 18 BUlOBU)|UOIEIIPI | UOLIEIIPIJY WO| walqns| Apmg
(AA0ISIH [BNPIW| [TV UE A0 UE L
o NORIPUod B 40y UPe
SUODEIPIA JUBIIWOIUO) ] SISl
(wma) (@) (nmyseaq) (B ) (S wiw) (Do) Aeq| uog | qpwelgng|  dnoan)
Waag | deay | Mey ey 2Anssaa g amssaig | aameaadway | Spms auy, ETICENY )
pooig JNOISEI( | POOJY N|OISAS [Eny

0ZOTONVEL -0'TA

SUSIS [e)A

:g 1 Sunsr

FO0 VIAD ([000104d HIVd - UB|d SISA[RUY [BEISITS




Statistical Analysis Plan - PATH Protocol: CVIA 064 v2.0; 18AUG2020

Listing 15: Pregnancy Report
Subject ID: XXXXX, Treatment Group: YYYYYY
Maternal Information

Pregnancy Number

Date pregnancy reported
Pregnancy test date
Pregnancy status
Estimated date of delivery
Number of fetuses

Actual date of delivery
Maternal complications
Action Taken with Study Product
Study Status

Comments

Gravida and Para

Gravida
Pre-Term Birth | Extremely / Very early / Early / Late
Term Birth | Early / Full / Late / Post
Still Birth
Abortion | Spontaneous / Miscarriage / Elective / Therapeutic
Major Congenital Anomaly with Previous Pregnancy?
Live / Still Birth Outcomes (include only fields relevant to outcome)
Fetus Number
Pregnancy outcome
Fetal Distress During Labor and Delivery?
Delivery method
Gestational Age at Live/Still Birth
Size for Gestational Age
Apgar Score, 1 minite
Apgar Score, 5 minutes
Cord pH
Congenital anomalies
Autopsy performed
If Autopsy, Etiology for Still Birth Identified?
llinesses/ Hospitalizations within 1 Month of Birth?
Spontaneous, Elective, or Therapeutic Abortion Outcomes
Fetus Number
Date of Initial Report
Pregnancy Outcome
Gestational Age at termination
Abnormality in Product of Conception?
Reason for Therapeutic Abortion

[Only mclude one of the last 2 sections, where appropriate: 1.e, Live / Still barth or abortion ]
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