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1 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 
 

Table 1: Abbreviations and Definitions of Terms 
 

Abbreviation Term 
AE Adverse event 
AGA Appropriate for gestational age  
BP Blood pressure 
BPD Bronchopulmonary Dysplasia 
BW Birth Weight 
CI Confidence interval 
CRA Clinical Research Associate 
CRF Case report form 
DSMC Data safety and monitoring committee 
ELBW Extremely low birth weight 
FDA U.S. Food and Drug Administration 
g Gram 
HR Heart rate 
IRB Institutional review board 
IVH Intraventricular Hemorrhage  
ITT Intent-to-treat 
LBP Live Biotherapeutic Product 
LBW Low birth weight 
LGA Large for gestational age 

MedDRA Medical dictionary for regulatory activities 
N Number of subjects 
NEC Necrotizing Enterocolitis 
PK Pharmacokinetic 
ROP Retinopathy of prematurity 
RR Respiratory rate 

SAS Statistical analysis software 
SAE Serious Adverse Event 
SD Standard deviation 
SGA Small for gestational age 
SOC System organ class 
TEAE Treatment-Emergent Adverse Event 
Temp Temperature 
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Abbreviation Term 
VLBW Very low birth weight 
WHO World Health Organization 









Leadiant Biosciences, Inc.   
Protocol STP206-002                   Statistical Analysis Plan 
 

 
Final Version 3.0 31OCT2018                    Page 10 of 40 

o Study Group 1b – BW 2000 to 1501 g and High dose STP206 versus 
control 

o Study Group 2a – BW 1500 to 1000 g and Low dose STP206 versus 
control 

o Study Group 2b – BW 1500 to 1000 g and High dose STP206 versus 
control 

o Study Group 3a – BW 999 to 750 g and Low dose STP206 versus control 
o Study Group 3b – BW 999 to 750 g and High dose STP206 versus control 
o Study Group 4a – BW 749 to 500 g and Low dose STP206 versus control 
o Study Group 4b – BW 749 to 500 g and High dose STP206 versus control 

• Each BW strata/STP206 dose group will consist of approximately 12 subjects. 
• Within each BW strata/STP206 dose group, subjects will be randomized in a 2:1 

ratio to either the STP206 or control group.   
• Enrollment of neonates into study groups will occur sequentially. Enrollment into 

the high dose group within a BW stratum will not proceed until after the safety 
data from the low dose group is reviewed by the study independent Data Safety 
Monitoring Committee (DSMC). Similarly, enrollment into the next lower BW 
stratum will not proceed until the safety data from the high dose group of the prior 
weight stratum is reviewed by the study independent DSMC. If, at any point 
during the study the DSMC determines that the high dose of STP206 is not safe 
and well tolerated, weight de-escalation will continue with the low dose of 
STP206.    

 
The sequencing of treatment groups of the study is shown in Figure 1. Enrollment will 
begin with neonates weighing 2000 - 1500 g at the low dose of STP206 (Group 1a). 
Safety data through the last dose of blinded study treatment will be evaluated by the 
DSMC (see Protocol Section 7.7). Subsequent cohorts will not open for enrollment 
before the data from the previous cohort has been reviewed by the DSMC. If the safety 
data review conducted by the DSMC determines there are no safety concerns, study 
groups will open sequentially as illustrated in the figure below.   
  
Figure 1 – Treatment Group Sequence 
 



Leadiant Biosciences, Inc.   
Protocol STP206-002                   Statistical Analysis Plan 
 

 
Final Version 3.0 31OCT2018                    Page 11 of 40 

 
Following completion of blinded study treatment dosing, neonates will be evaluated at 1 
week, 1 month, 3 months, and 6 months for safety and growth assessments. 
 
4.2 Discussion of Study Design 
Not applicable. 
 
4.3 Method of Assignment of Subjects to Treatment Groups 
Neonates enrolled into the study will be randomized to receive either STP206 or control 
in a 2:1 ratio based upon a pre-prepared, computer generated, centralized randomization 
schedule.  To assure a balance in BW among treatment groups, randomization will be 
stratified by BW in four strata: 2000-1501g, 1500 to 1000 g, 999 to 750 g and 749 to 
500 g.   
   
4.4 Blinding 
All staff performing study assessments will be blinded to the identity of the treatment 
assignment to which the infant has been randomized in an effort to minimize bias in 
study assessments. Fecal shedding results will not be shared with the study sites during 
the course of the study as these results may potentially unblind study staff to the identity 
of treatment. 
As study treatment is supplied in open-label fashion, the study will require unblinded site 
personnel to randomize subjects and prepare study treatments for administration, the 
study will use a third party (e.g., pharmacist or other designated site personnel who has 
no role in screening, enrolling or qualifying study subjects) to minimize bias in study 
conduct.   
As there may be a visual difference between STP206 and control treatments (clear vs. 
white, respectively) an opaque syringe will be used to administer the blinded study 
treatment. 
Only the staff who assist the process of preparing randomization assignments/labels for 
independent pharmacist, the designated unblinded site monitors, and the statistician who 
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AE=adverse event; BP=blood pressure; BPD=bronchopulmonary dysplasia; HR=heart rate; IVH=intraventricular hemorrhage; NEC=necrotizing enterocolitis; 
NICU=neonatal intensive care unit; ROP=retinopathy of prematurity; RR=respiratory rate; SpO2= pulse oximetry. 

a. If available. 
b. To be performed daily in NICU per standard NICU procedures, adverse findings to be recorded as AEs or complications of prematurity. 
c. To be performed at per standard NICU protocols for assessment of ROP. 
d. Cranial ultrasound will be performed at between 5 and 7 days of age and at 28 (±3 days) of age for assessment of IVH; if neonate is discharged from the 

hospital prior to 28 days of age or the procedure is not clinically indicated, the cranial ultrasound may be deferred. 
e. Assessments for BDP will be performed per NICU standard protocols by the attending physician and is defined as oxygen requirements at 36 weeks 

post conceptional age to keep oxygen saturation levels above 90%. 
f. Day 7 only. 
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Gestational Age at 
Birth Protocol Defined 

Gestational Age  

Intended Dosing 
Duration 
Weeks (Days) 

Minimum Required 
Cumulative Dosing 
Daysab 

23 Weeks 0/7 days to 
23 Weeks 6/7 days  

23 weeks 11 (77)  54 

24 weeks0/7 days to 
24 Weeks 6/7 days 

24 weeks 10 (70)  49 

25 weeks0/7 days to 
25 Weeks 6/7 days 

25 weeks 9 (63)  45 

26 weeks0/7 days to 
26 Weeks 6/7 days 

26 weeks 8 (56)  40 

27 weeks0/7 days to 
27 Weeks 6/7 days 

27 weeks 7 (49)  35 

28 weeks0/7 days to 
28 Weeks 6/7 days 

28 weeks 6 (42)  30 

29 weeks0/7 days to 
29 Weeks 6/7 days 

29 weeks 5 (35)  25 

30 weeks0/7 days to 
30 Weeks 6/7 days 

30 weeks 4 (28)  20 

31 weeks0/7 days to 
31 Weeks 6/7 days 

31 weeks 3 (21)  15 

32 weeks0/7 days to 
32 Weeks 6/7 days 

32 weeks 2 (14)  10 

a – over the first 2 weeks of dosing, neonates should receive study drug for a minimum of 5 of the 7 dosing days 

b – ≥75% of intended number of dosing days 

 
6.3 Baseline Assessments 
 
The following baseline assessments will be conducted prior to initial study treatment 
administration: 
 

• History and baseline characteristics, including: 
o Maternal history and baseline characteristics 
o Pregnancy history and delivery information 
o Infant history and baseline characteristics 

• Physical Examination 
• Vital Signs 
• Growth Assessment (Head circumference, body length, and body weight) 
• Fecal sample, if produced 
• Laboratory Assessments 
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o Peripheral Blood Culture (from NICU admission, if obtained) 
• Prior medications 

 
6.4 Efficacy Variables 
 
6.4.1 Primary Efficacy Variable(s) 
 

 
No primary efficacy variable is defined for this study.  
 
 
6.4.2 Secondary Efficacy Variables 
The secondary efficacy variables are:  

• Incidence of suspected NEC (stage I) 
• Incidence of confirmed NEC (stage II and higher) 
• Incidence of Feeding intolerance 
• Death 
• Incidence of Sepsis 
• Incidence of other neonatal complications of prematurity  

o ROP  
o IVH  
o BDP 
o Spontaneous Gastrointestinal Perforation 
o Patent ductus arteriosus requiring treatment with indomethacin, ibuprofen or 

surgery  
• Number and percent of subject with STP206 organism (STP-6, STP-11) identified 
• Time to first detection of STP206 organism (STP-6, STP-11) 
• Number and percent of subjects that fall in the four growth classifications 1) appropriate 

for gestational age (AGA), 2) small for gestational age (SGA/Head-Spared), 3) 
SGA/Symmetric, and 4) large for gestational age (LGA). Where AGA is defined as both 
body weight (g) and head circumference (cm) are between 10th Percentile and 90th 
Percentile according to the gender specific growth Percentile charts. SGA/Head-Spared is 
defined as Body Weight (g) is <10th percentile, and Head circumference (cm) is between 
10th Percentile and 90th Percentile according to the gender specific growth percentile 
charts. SGA/Head-Symmetric is defined as Both Body Weight (g) and Head 
circumference (cm) are <10th Percentile according to the gender specific growth 
percentile charts. LGA is defined as Both Body Weight (g) and Head circumference (cm) 
are >90th Percentile according to the growth percentile charts. 
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6.4.3 Exploratory Efficacy Variables 
 
Additional efficacy variables are: 

• The incidence of suspected NEC (Stage I NEC) in STP206-treated subjects compared to 
control subjects through hospital discharge 

• The incidence of antibiotic usage in STP206-treated subjects compared to control 
subjects through hospital discharge 

 
6.5 Drug Concentration Measurements and Pharmacokinetic Parameters 
Not applicable to this study.  
 
6.5.1 Handling of Outliers 
There is no apriori plan to handle outliers for this study, except for observations deemed to be 
“extreme” outliers. These types of outliers may be excluded from summary analyses but will be 
included in listings.  When an outlier is excluded from a summary table, a footnote will indicate 
the subject, value, and reason it was excluded.   
 
6.6 Safety Assessments 
 
The following are the safety assessments: 

• The incidence and severity of adverse events, serious adverse events, and changes in 
clinical parameters from baseline through six months after the last dose of blinded study 
treatment.  

• Physical examination through six months after the last dose of the study treatment. 
• Vital signs evaluation through six months after the last dose of the study treatment. 
• Concomitant medications evaluations for infant through six months after the last dose of 

the study treatment. 
• The assessment of the progression of standard neonatal growth parameters (head 

circumference, body length, and body weight) in STP206-treated subjects compared to 
control subjects through 6of corrected age.  

• Number and percent of subjects with presence of STP206 organisms in fecal shedding in 
STP206-treated subjects compared to control subjects through the last dose of blinded 
study treatment 
 

 
7 STATISTICAL METHODS 
 
7.1 General Methodology 
All summaries and statistical analyses will be performed using SAS, Version 9.4 or higher. 
Descriptive summaries will consist of frequencies and percentages for categorical measures and 
of the number of subjects [N], mean, standard deviation [SD], median, 25th and 75th quartiles, 



Leadiant Biosciences, Inc.   
Protocol STP2006-002                                                                                                                                
Statistical Analysis Plan 
 

 
Final Version 3.0 31OCT2018    Page 21 of 40 

minimum [min], and maximum [max] values for continuous measures. Descriptive summaries 
will be presented for each treatment group, BW strata, and all BW strata combined.  
All statistical comparisons performed on the data will be done for exploratory analysis purposes 
only. 
 
7.2 Adjustments for Covariates 
Not applicable to this study. 
 
7.3 Handling of Dropouts or Missing Data 
It is not anticipated that there will be a need to adjust for missing data in this study. All data for 
this study will be analyzed as collected on the CRF. 
The study will require a minimum of nine evaluable subjects within each BW strata and dose 
group. If less than nine subjects complete the minimum required study treatment duration (see 
Section 6.2.3) and have a post dosing assessment, then replacement subjects will be enrolled to 
replace the original randomized subjects who do not meet the minimum required study treatment 
durations. The treatment assignment for the replacement subject will be the same as the original 
subject who needed to be replaced. Data from the subjects who are replaced will be analyzed in 
the ITT and Safety analysis. 
 
7.4 Interim Analyses and Data Monitoring 
7.4.1 Formal Interim Analyses 
No formal interim analyses of study data are planned to occur during the study. 
 

7.4.2 DSMC Analyses 
 
An independent DSMC will be used to review data generated in this study. A Charter for the 
DSMC outlining the membership, roles and responsibilities will be developed and finalized prior 
to the initiation of the study. 
 
Available data on primary and secondary endpoints including adverse events will be included in 
each review. The DSMC can give recommendations of continuation of study, or temporary hold 
on study while additional data is further analyzed, or termination of the study. The DSMC will 
also review events that may constitute stopping criteria (see Protocol Section 7.1.1) on an as 
needed basis. 
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Unscheduled DSMC review of study data may occur at any time on an as-needed basis if 
requested by the DSMC.  
The DSMC will review data for each dose/BW group to assess whether proceeding to lower BW 
and/or higher STP206 doses is warranted. Data reviewed at each 
DSMC meeting will follow the following schedule: 

• For the first group of subjects (Study Group 1a – BW 2000 to 1501 g and low dose 
STP206), data will be reviewed through the completion of dosing. 

• For the next six DSMC reviews (Study Groups 1b through 4a), data the current dose 
group will be reviewed through the completion of dosing along with 30-day post dosing 
data from the prior dose group. 

• For the final DSMC review (Study Group 4b), data through 30-days post dosing will be 
reviewed. 

 
7.5 Multi-center Studies and Pooling of Centers 
This study will be conducted in up to 20 centers. Data from all sites will be pooled.  The pooled 
data will be summarized and analyzed. 
 
7.6 Multiple Comparisons/Multiplicity 
No adjustments for multiple comparisons or multiplicity will be made. 
 
7.7 Use of an “Efficacy Subset” of Subjects 
Not applicable to this study. 
 
7.8 Active-Control Studies Intended to Show Equivalence 
Not applicable to this study. 
 
7.9 Examination of Subgroups 
A subgroup analyses will be conducted for subjects whose gestational age at birth is ≤28 weeks, 
and >28 weeks, respectively. Depending on the sample size, a subgroup analyses may be 
conducted for subjects whose gestational age at birth is ≤26 weeks, and 27 to 28, and ≥29 weeks. 
 
8 STATISTICAL ANALYSIS 

All statistical analyses will be performed using SAS (version 9.4 or higher).  

Unless otherwise noted, summary tables will only include data up to the Month 6 Post-Dose 
visit.  Data collected after that will only be included in listings. 
Safety and efficacy data will be summarized using BW strata. If deemed neccessary, additional 
analyses may be conducted on pooled data across cohorts, where incidence of clinical events 
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(NEC, sepsis, feeding intolerance, death, morbidity/complications of prematurity) may be 
presented. 
 
 
8.1 Disposition of Subjects 
The number of subjects enrolled and the number of treated subjects will be summarized.  
The number of subjects who completed the study, the number of treated subjects who 
discontinued from the study and the reasons for discontinuation from the study will also be 
summarized.  
The Intent-to-treat (ITT) population will be used for this analysis.  
The summary of subject disposition will be displayed by (i) dose group and BW stratum, (ii) by 
all BW strata combined for STP206 low dose, STP206 high dose and control group, and (iii) by 
investigation site and dose group.   
 
8.2 Protocol Deviations  
 
Protocol deviations will be recorded by the designated site CRA and provided by Leadiant for 
consolidation.  Deviations will be coded by Leadiant as Critical, Major, or Minor.  The tracker 
of deviations will be provided to  for integration in the analysis reporting. 
 
8.3 Analysis Populations 
 
8.3.1 Safety Population 
The safety population will be all randomized subjects who received any amount of blinded study 
treatment. Subjects will be analyzed according to the treatment they actually received.   
 
8.3.2 Intent-to-Treat (ITT) Population 
The Intent-to-treat population will consist of all randomized subjects. Subjects will be analyzed 
according to the randomized treatment.   
8.3.3 Per Protocol (PP) Population 
The per-protocol population will consist of all randomized subjects who meet the Minimum 
Required Cumulative Dosing Days as indicated in Protocol Section 11.2.3, or have a clinical 
outcome of NEC (confirmed case), and do not have a critical or major protocol deviation. 
Subjects will be analyzed according to the treatment they actually received.  This population may 
be used for analysis if subjects are dosed incorrectly. 
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Leadiant will review protocol deviations/violations to determine if a subject completed the study 
according to the protocol.  This population of subjects will be identified at the time when all the 
data has been entered into the database and cleaned, prior to database lock.   
 
The major protocol deviations may include: 

• Deviations from inclusion criteria 
• Deviations from exclusion criteria 
• Use of prohibited concomitant medications (e.g., Products containing probiotic 

bacteria are prohibited) 
• Subjects not meeting the minimum cumulative required duration of study treatment   

 
The primary and selected secondary analyses will be repeated using the per-protocol population.   
 
 
8.3.4 Pharmacokinetics (PK) population 
Not applicable in this study. 
 
8.4 Demographic and Other Baseline Characteristics 
 
All baseline summaries will be based on the ITT populations. 
Maternal race, infant race, infant gender, whether the uses of resuscitation/stabilization support, 
supplement oxygen, PPV, CPAP, intubation, chest compression and epinephrine will be 
summarized using counts and percentages.   
Maternal age, infant birth length (cm), BW (g), one- and five-minute Apgar score will be 
summarized with descriptive statistics (number of subjects [N], mean, standard deviation [SD], 
median, 25th, 75th quartiles, minimum [min], and maximum [max]).  
Maternal Pregnancy History and Delivery of whether the mother consume/or use any alcohol, 
cigarette, or recreational drug will be summarized using counts and percentages. 
The summary of Maternal History and Baseline Characteristics, Pregnancy History and Delivery, 
Infant History and Baseline Characteristics will be displayed by (i) dose group and BW stratum 
and (ii) by all BW strata combined for STP206 low dose, STP206 high dose and control group.   
Maternal History and Baseline Characteristics, Pregnancy History and Delivery, Infant History 
and Baseline Characteristics will be presented in a listing. 
 
8.5 Prior and Concomitant Therapy  
Summary of prior and concomitant therapy will be based on safety population. 
The World Health Organization (WHO) Drug Dictionary September 2013 will be used to 
classify prior and concomitant medications by preferred term and WHO Anatomical Therapeutic 
Chemical (ATC) classification of ingredients. Prior medications are defined as any medication 
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given prior to and stopped before the subject receives the first dose of study medication (Day 1). 
Concomitant medications are defined as any medication given to the subject starting on or after 
the day the subject received the first dose of study treatment (Day 1) or given prior to the subject 
receiving the first dose of study treatment (Day 1) and continuing to receive it during the study. 
If the start date of medication is unknown and the end date is known, then the medication will be 
considered: 

• Prior to study treatment if the end date is prior to the subject receiving the first dose of 
study treatment (Day 1) 

• Concomitant to study treatment if the end date is either on or after the first dose of study 
treatment (Day 1) or the end date is unknown. 

If both the start and end dates are unknown, then the medication will be considered to be 
“concomitant on-treatment”.  For the purposes of determining the medication reference to the 
onset date for partial dates, missing months will be imputed to ‘01’, and missing days will be 
imputed to ’01.’ 
Prior and concomitant medication will be summarized giving the number and percentage of 
subjects (n, (n/N*100)) by preferred name within each ATC, with ATC and preferred names 
sorted by descending frequency.  
ATC classification level 3 will be used in summary tables and listings. If ATC classification 
level 3 is missing, then ATC classification level 2 will be used, however, if ATC classification 
level 2 is missing, then ATC classification level 1 will be used.   
 
The summary of maternal medical history, infant prior and concomitant therapy will be 
displayed by (i) dose group and BW stratum and (ii) by all BW strata combined for STP206 low 
dose, STP206 high dose and control group.   
 
8.6 Analysis of Efficacy Parameters 
Descriptive summaries will consist of frequencies and percentages for categorical measures and 
of the number of subjects [N], mean, standard deviation [SD], median, 25th and 75th quartiles, 
minimum [min], and maximum [max] values for continuous measures. Descriptive summaries 
will be presented for each treatment group, BW strata, and all BW strata combined.  
The incidence rates of the exploratory variables for those who received STP206 vs. control will 
be summarized and displayed.  
The analyses of efficacy variables will be performed for ITT population only.  
Efficacy will be displayed by (i) dose group and BW stratum and (ii) by all BW strata combined 
for STP206 low dose, STP206 high dose and control group.   
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8.6.1 Analysis of Primary Efficacy Variable 
 

 
Not applicable. 
 
 
8.6.2 Analysis of Secondary Efficacy Variables 
 
8.6.2.1 Endpoints 

• Incidence of suspected NEC (Stage I) 

• Incidence of confirmed NEC (Stage II and higher) 

• Incidence of sepsis/bacteremia  

• Incidence of feeding intolerance 

• Hospital Mortality (death occurred during inpatient hospitalization)  

• Incidence of other neonatal complications of prematurity  
o ROP 
o IVH 
o BDP  
o Spontaneous Gastrointestinal Perforation 
o Patent ductus arteriosus requiring treatment with indomethacin, ibuprofen or 

surgery  
The incidence rate of each outcome will be summarized separately. The secondary efficacy will 
be displayed by (i) dose group and BW stratum and (ii) by all BW strata combined for STP206 
low dose, STP206 high dose and control group. Incidence rate of suspected NEC (stage I), 
confirmed NEC (stage II and higher) will be further summarized by two subgroups: gestational 
age at birth is less than and equal to 28 weeks, and greater than 28 weeks. 
 
8.6.3 Analysis of Pharmacokinetic Variables  
Not applicable. 
 
8.6.4 Subgroup Analyses 
In general, safety and efficacy data will be summarized based on BW strata and treatement 
group. Incidence rate of suspected NEC (stage I), confirmed NEC (stage II and higher) will be 
further summarized by two sub groups: gestational age at birth is less than and equal to 28 
weeks, and greater than 28 weeks   
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8.6.5 Exploratory Analyses 
Exploratory analyses are as follows: 

• The incidence of suspected NEC (Stage I) in STP206-treated subjects compared to 
control subjects through hospital discharge 

• The incidence of sepsis in STP206-treated subjects compared to control subjects through 
hospital discharge 

• The incidence of antibiotic usage in STP206-treated subjects compared to control 
subjects through hospital discharge 

 
8.7 Analysis of Safety 
Safety population will be used for the analysis of Safety. 
Safety data will be displayed by (i) dose group and BW stratum and (ii) by all BW strata 
combined for STP206 low dose, STP206 high dose and control group.   
 
8.7.1 Extent of Exposure and Compliance to Study Treatment 
All exposure summaries will be presented by the safety population.  
The extent of subject exposure to study treatment will be quantified using the parameters of total 
cumulative dose , Average 
daily dose, and duration of dosing.  Total cumulative dose is defined as the actual cumulative 
dose of study treatment received during the entire dosing period. The average daily dose is 
defined as total cumulative dose devided by number of days elapsed from first dose to last dose, 
and the duration of dosing is defined as the total number of dosing days, in which a subject is 
actually receiving study treatment.  
Total cumulative dose will be summarized using descriptive statistics (number of subjects [N], 
mean, standard deviation [SD], median, 25th and 75th quartiles, minimum [min], and maximum 
[max].  Average daily dose  
will be summarized by descriptive statistics (number of subjects [N], mean, standard deviation 
[SD], median, minimum [min], and maximum [max]). The duration of dosing (days) will be 
summarized using descriptive statistics (number of subjects [N], mean, standard deviation [SD], 
median, minimum [min], and maximum [max]).   
 
8.7.2 Adverse Events 
All AE summaries will be presented by the safety population.  
All AE tables will include only treatment emergent AEs (TEAEs) unless otherwise noted. 
TEAEs are those which start or worsen in severity after the first dose of study medication. If it 
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cannot be determined if the AE started or worsened after the first dose of study treatment, it will 
be assumed to be a TEAE.  
AEs will be assessed from the time the subject receives their initial dose of study medication up 
to 6 months following the last dose of study drug (note that some sites used 6 months gestational 
age rather than 6 months post last dose). All AEs reported during this period, regardless of 
severity relationship to blinded study treatment, will be recorded.  The investigator’s verbatim 
term of each adverse event will be mapped to the system organ class and preferred term using the 
MedDRA dictionary.   
All AE tables will be summarized for each treatment group by system organ class (SOC) and 
preferred term (PT) using counts and percentages. 
In order to count the number of subjects who experienced each AE, a subject experiencing the 
same AE multiple times will only be counted once for the corresponding preferred term. 
Similarly, if a subject experienced multiple AEs within the same SOC, that subject will be 
counted only once for that SOC. Adverse events will be presented in alphabetical order of SOC 
and within each SOC, in decreasing order of the total number of subjects who experienced each 
AE at the preferred term level.  
Adverse events will also be presented by severity for Mild AE (Grade 1), Moderate AE (Grade 
2) and Severe AE (Grade 3). In the case of multiple experiences with the same AE, the subject 
will be counted only once under the worst reported severity. Missing category will be presented 
to summarize any missing severity. 
Serious adverse events (SAEs) will be presented by SOC and preferred term. 
Adverse events will also be summarized by relationship. Treatment related AEs include those 
events that were rated by the investigator as possible or probable related.   Missing category will 
be presented to summarize any missing relationship. 
  
The following AE categories will be summarized: 

• Overall AE summary  

• AEs by SOC and preferred term  

• Related AEs by SOC and preferred term  

• Grade 3 AEs by SOC, preferred term and relationship to study treatment  

• Treatment Related AEs with Grade 3 by SOC, preferred term  

• AEs leading to discontinuation of study treatment by SOC, preferred term  

• AEs leading to death by SOC, preferred term  

• SAEs by SOC, preferred term  
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Additionally, the following listings will be produced: 

• All AEs 

• All SAEs  

• AEs that resulted in discontinuation of study treatment  

• AEs with an outcome of death 
 
8.7.3 Clinical Laboratory Evaluations 
Blood cultures will be collected upon NICU admission (if SOC medium for the study site), and 
during the dosing period when sepsis is suspected. Data from blood cultures will be provided in a 
listing. 
Site cultures will be collected if an infection of a normally sterile site (e.g., UTI, peritonitis) is 
suspected. Data from site cultures will be provided in a listing. 
 
8.7.4 Other Observations Related to Safety 
Growth assessments during the dosing period and post dosing period will be summarized as 
AGA, SGA/Head-Spared, SGA/Symmetric, LGA at the following time points: Pre-dose, Week 1 
(Days 5-7), Week 2, 4, 6, 8, 10, and Post Dosing 1 Week, Post Dosing 1, 3 6 Month, and Early 
Withdrawal Prior to post dosing 6 Months. Four classifications (AGA, SGA/Head-Spared, 
SGA/Symmetric, and LGA) according to the growth chart for males and females will be 
summarized and displayed.  Classifications will be based on weight and head growth 
measurements13 specified in Appendix D of the protocol and the WHO standard growth charts 
https://www.cdc.gov/growthcharts/who_charts.htm. 
Information on feeding method (bottle, breast, and tube) and content of feedings (formula or 
breast milk), abdominal evaluation, etc will be summarized by number and percent of subjects. 
Physical examination will be summarized by the number and percent of subjects with abnormal 
findings at the following time points: Pre-dose, and 3 hours Post Dosing.  
Vital signs (BP, HR, RR, and Temperature) will be summarized as descriptive statistics (N, 
mean, SD, median, 25th and 75th quartiles, minimum, and maximum) and change from baseline at 
the following time points: Pre-dose, 1 hour, 2, 3, 4, 8, 12, 16, 20 and 24 hours post dosing. 
The number and percentage of subjects with presence of STP206 organisms in fecal samples will 
be summarized, and the quantity (CFU) of the STP206 organisms detected from fecal shedding 
will be further summarized as descriptive statistics (N, mean, SD, median, 25th and 75th quartiles, 
maximum, and minimum) at the following time points: Pre-dose, Week 1 Days 1-  4), Week 1 
(Days 5-7), Week 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, End of Dosing or Hospital Discharge, whichever 
occurs first. 
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14.1.2.2.3 Maternal Smoking/Alcohol/Drug Use History Across All Birth Weight 
Stratifications\Intent-to-treat Population 

14.1.2.3.1 Maternal Reproductive History by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g)\Intent-to-treat Population 

14.1.2.3.2 Maternal Reproductive History by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Intent-to-treat Population 

14.1.2.3.3 Maternal Reproductive History Across All Birth Weight Stratifications\Intent-to-
treat Population 

14.1.2.4.1 Maternal Pregnancy/Delivery History by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Intent-to-treat Population 

14.1.2.4.2 Maternal Pregnancy/Delivery History by Birth Weight Stratification (999 - 750 g, 
749 – 500 g)\Intent-to-treat Population 

14.1.2.4.3 Maternal Pregnancy/Delivery History Across All Birth Weight 
Stratifications\Intent-to-treat Population 

14.1.3.1 Infant Baseline Characteristics by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g)\Intent-to-treat Population 

14.1.3.2 Infant Baseline Characteristics by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Intent-to-treat Population 

14.1.3.3 Infant Baseline Characteristics Across All Birth Weight Stratifications\Intent-to-
treat Population 

14.1.3.5 Infant Baseline Characteristics by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g)\Per Protocol Population 

14.1.3.6 Infant Baseline Characteristics by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Per Protocol Population 

14.1.3.7 Infant Baseline Characteristics Across All Birth Weight Stratifications\Per Protocol 
Population 

14.1.3.9 Infant Baseline Characteristics by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g) and Gestational Age Group (<= 28 Weeks vs > 28 Weeks)\Intent-to-treat 
Population 

14.1.3.10 Infant Baseline Characteristics by Birth Weight Stratification (999 - 750 g, 749 – 
500 g) and Gestational Age Group(<= 28 Weeks, > 28 Weeks)\Intent-to-treat 
Population 

14.1.3.11 Infant Baseline Characteristics Across All Birth Weight Stratifications and by 
Gestational Age Group(<= 28 Weeks, > 28 Weeks)\Intent-to-treat Population 
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14.1.3.13 Infant Baseline Characteristics by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g) and Gestational Age Group (<= 28 Weeks vs > 28 Weeks)\Per Protocol 
Population 

14.1.3.14 Infant Baseline Characteristics by Birth Weight Stratification (2000 - 1501 g, 1500 
– 1000 g) and Gestational Age Group (<= 28 Weeks vs > 28 Weeks)\Per Protocol 
Population 

14.1.3.15 Infant Baseline Characteristics by Birth Weight Stratification (999 - 750 g, 749 – 
500 g) and Gestational Age Group(<= 28 Weeks, > 28 Weeks)\Per Protocol 
Population 

14.1.4.1.1 Maternal Prior Medications by Drug Class and Preferred Name by Birth Weight 
Stratification (2000-1501 g,1500–1000 g)\Safety Population 

14.1.4.1.2 Maternal Prior Medications by Drug Class and Preferred Name by Birth Weight 
Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.1.4.1.3 Maternal Prior Medications by Drug Class and Preferred Name Across All Birth 
Weight Stratifications\Safety Population 

14.1.4.2.1 Maternal Concomitant Medications by Drug Class and Preferred Name by Birth 
Weight Stratification (2000-1501 g,1500–1000 g)\Safety Population 

14.1.4.2.2 Maternal Concomitant Medications by Drug Class and Preferred Name by Birth 
Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.1.4.2.3 Maternal Concomitant Medications by Drug Class and Preferred Name Across All 
Birth Weight Stratifications\Safety Population 

14.1.4.3.1 Infant Prior Medications by Drug Class and Preferred Name by Birth Weight 
Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.1.4.3.2 Infant Prior Medications by Drug Class and Preferred Name by Birth Weight 
Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.1.4.3.3 Infant Prior Medications by Drug Class and Preferred Name Across All Birth 
Weight Stratifications\Safety Population 

14.1.4.4.1 Infant Concomitant Medications by Drug Class and Preferred Name by Birth 
Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.1.4.4.2 Infant Concomitant Medications by Drug Class and Preferred Name by Birth 
Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.1.4.4.3 Infant Concomitant Medications by Drug Class and Preferred Name Across All 
Birth Weight Stratifications\Safety Population 

14.2.2.1 Incidence Rate of NEC by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
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g)\Intent-to-treat Population 

14.2.2.2 Incidence Rate of NEC by Birth Weight Stratification ((999 - 750 g, 749 – 500 
g)\Intent-to-treat Population 

14.2.2.3 Incidence Rate of NEC Across All Birth Weight Stratifications\Intent-to-treat 
Population 

14.2.2.6 Incidence Rate of NEC by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g) and Gestational Age Group\(<= 28 Weeks, > 28 Weeks)\Intent-to-treat 
Population 

14.2.2.7 Incidence Rate of NEC by Birth Weight Stratification ((999 - 750 g, 749 – 500 g) 
and Gestational Age Group\(<= 28 Weeks, > 28 Weeks)\Intent-to-treat Population 

14.2.2.8 Incidence Rate of NEC Across All Birth Weight Stratifications and Gestational Age 
Group\(<= 28 Weeks, > 28 Weeks)\Intent-to-treat Population 

14.2.3.1 Incidence Rate of Sepsis, Feeding Intolerance and Antibiotic Use by Birth Weight 
Stratification (2000 - 1501 g, 1500 –\1000 g)\Intent-to-treat Population 

14.2.3.2 Incidence Rate of Sepsis, Feeding Intolerance and Antibiotic Use by Birth Weight 
Stratification (999 - 750 g, 749 – 500\g)\Intent-to-treat Population 

14.2.3.3 Incidence Rate of Sepsis, Feeding Intolerance and Antibiotic Use Across All Birth 
Weight Stratifications\Intent-to-treat Population 

14.2.4.1 Incidence Rate of Other Complications of Prematurity by Birth Weight 
Stratification (2000 - 1501 g, 1500 – 1000 g):\Intent-to-Treat Population 

14.2.4.2 Incidence Rate of Other Complications of Prematurity by Birth Weight 
Stratification (999 - 750 g, 749 – 500 g): Study\Part A\Intent-to-Treat Population 

14.2.4.3 Incidence Rate of Other Complications of Prematurity Across All Birth Weight 
Stratifications\Intent-to-Treat Population 

14.2.5.1 Hospital Mortality Rate by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g)\Intent-to-Treat Population 

14.2.5.2 Hospital Mortality Rate by Birth Weight Stratification (999 - 750 g, 749 – 500 
g)\Intent-to-Treat Population 

14.2.5.3 Hospital Mortality Rate Across All Birth Weight Stratifications\Intent-to-Treat 
Population 

14.3.1.1.1 Exposure to Study Treatment by Birth Weight Stratification (2000 - 1501 g, 1500 – 
1000 g)\Safety Population 

14.3.1.1.2 Exposure to Study Treatment by Birth Weight Stratification (999 - 750 g, 749 – 500 
g)\Safety Population 
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14.3.1.1.3 Exposure to Study Treatment Across All Birth Weight Stratifications\Safety 
Population 

14.3.1.2.1 Overall TEAEs by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g)\Safety Population 

14.3.1.2.2 Overall TEAEs by Birth Weight Stratification(999 - 750 g, 749 – 500 g)\Safety 
Population 

14.3.1.2.3 Overall TEAEs Across All Birth Weight Stratifications\Safety Population 

14.3.1.2.5 Overall TEAEs by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 g) and 
Gestational Age Group (<= 28 Weeks, > 28 Weeks)\Safety Population 

14.3.1.2.6 Overall TEAEs by Birth Weight Stratification (999 - 750 g, 749 – 500 g) and 
Gestational Age Group (<= 28 Weeks, > 28 Weeks)\Safety Population 

14.3.1.2.7 Overall TEAEs Across All Birth Weight Stratifications and by Gestational Age 
Group (<= 28 Weeks, > 28 Weeks)\Safety Population 

14.3.1.3.1 TEAEs by System Organ Class and Preferred Term by Birth Weight Stratification 
(2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.3.1.3.2 TEAEs by System Organ Class and Preferred Term by Birth Weight Stratification  
(999 - 750 g, 749 – 500 g)\Safety Population 

14.3.1.3.3 TEAEs by System Organ Class and Preferred Term Across All Birth Weight 
Stratifications\Safety Population 

14.3.1.4.1 Grade 3 TEAEs by System Organ Class and Preferred Term by Birth Weight 
Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.3.1.4.2 Grade 3 TEAEs by System Organ Class and Preferred Term by Birth Weight 
Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.3.1.4.3 Grade 3 TEAEs by System Organ Class and Preferred Term Across All Birth 
Weight Stratifications\Safety Population 

14.3.1.5.1 Treatment Related TEAEs by System Organ Class and Preferred Term by Birth 
Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.3.1.5.2 Treatment Related TEAEs by System Organ Class and Preferred Term by Birth 
Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.3.1.5.3 Treatment Related TEAEs by System Organ Class and Preferred Term Across All 
Birth Weight Stratifications\Safety Population 

14.3.1.6.1 Grade 3  Treatment Related TEAEs by System Organ Class and Preferred Term by 
Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 
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14.3.1.6.2 Grade 3  Treatment Related TEAEs by System Organ Class and Preferred Term by 
Birth Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.3.1.6.3 Grade 3  Treatment Related TEAEs by System Organ Class and Preferred Term 
Across All Birth Weight Stratifications\Safety Population 

14.3.2.1.1 Treatment Emergent SAEs by System Organ Class and Preferred Term and Birth 
Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.3.2.1.2 Treatment Emergent SAEs by System Organ Class and Preferred Term by Birth 
Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population 

14.3.2.1.3 Treatment Emergent SAEs by System Organ Class and Preferred Term Across All 
Birth Weight Stratifications\Safety Population 

14.3.2.2.1 TEAEs Leading to Discontinuation of Study Treatment by System Organ Class and 
Preferred Term and Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g)\Safety Population 

14.3.2.2.2 TEAEs Leading to Discontinuation of Study Treatment by System Organ Class and 
Preferred Term and Birth Weight Stratification (999 - 750 g, 749 – 500 g)\Safety 
Population 

14.3.2.2.3 TEAEs Leading to Discontinuation of Study Treatment by System Organ Class and 
Preferred Term Across All Birth Weight Stratifications\Safety Population 

14.3.2.3.1 TEAEs Leading to Death by System Organ Class and Preferred Term and Birth 
Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety Population 

14.3.2.3.2 TEAEs Leading to Death by System Organ Class and Preferred Term and Birth 
Weight Stratification (999 - 750 g, 749 – 500 g)\Safety Population  

14.3.2.3.3 TEAEs Leading to Death by System Organ Class and Preferred Term Across All 
Birth Weight Stratifications\Safety Population 

14.3.5.1.1 Temperature (degree celsius) by Birth Weight Stratification (2000 - 1501 g, 1500 – 
1000 g)\Safety Population 

14.3.5.1.2 Temperature (degree celsius) by Birth Weight Stratification (999 - 750 g, 749 – 500 
g)\Safety Population 

14.3.5.1.3 Temperature (degree celsius) Across All Birth Weight Stratifications\Safety 
Population 

14.3.5.2.1 Heart Rate (bpm) by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g)\Safety Population 

14.3.5.2.2 Heart Rate (bpm) by Birth Weight Stratification (999 - 750 g, 749 – 500 g)\Safety 
Population 
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14.3.5.2.3 Heart Rate (bpm) Across All Birth Weight Stratifications\Safety Population 

14.3.5.3.1 Respiratory Rate (breaths/minute) by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Safety Population 

14.3.5.3.2 Respiratory Rate (breaths/minute) by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Safety Population 

14.3.5.3.3 Respiratory Rate (breaths/minute) Across All Birth Weight Stratifications\Safety 
Population 

14.3.5.4.1 Systolic Blood Pressure (mmHg)  by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Safety Population 

14.3.5.4.2 Systolic Blood Pressure (mmHg)  by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Safety Population 

14.3.5.4.3 Systolic Blood Pressure (mmHg)  Across All Birth Weight Stratifications\Safety 
Population 

14.3.5.5.1 Diastolic Blood Pressure (mmHg) by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Safety Population 

14.3.5.5.2 Diastolic Blood Pressure (mmHg) by Birth Weight Stratification (999 - 750 g, 749 – 
500 g)\Safety Population 

14.3.5.5.3 Diastolic Blood Pressure (mmHg) Across All Birth Weight Stratifications\Safety 
Population 

14.3.5.6.1 SpO2 (%) by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 g)\Safety 
Population 

14.3.5.6.2 SpO2 (%) by Birth Weight Stratification (999 - 750 g, 749 – 500 g)\Safety 
Population 

14.3.5.6.3 SpO2 (%) Across All Birth Weight Stratifications\Safety Population 

14.3.6.1.1 Physical Exam Findings by Birth Weight Stratification (2000 - 1501 g, 1500 – 1000 
g)\Safety Population 

14.3.6.1.2 Physical Exam Findings by Birth Weight Stratification (999 - 750 g, 749 – 500 
g)\Safety Population 

14.3.6.1.3 Physical Exam Findings Across All Birth Weight Stratifications\Safety Population 

14.3.6.2.1 Growth Assessment Classification by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Safety Population 
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14.3.6.2.2 Growth Assessment Classification by Birth Weight Stratification (999 - 750 g, 749 
– 500 g)\Safety Population 

14.3.6.2.3 Growth Assessment Classification  Across All Birth Weight Stratifications\Safety 
Population 

14.3.6.3.1 Feeding Method and Content by Birth Weight Stratification (2000 - 1501 g, 1500 – 
1000 g)\Safety Population 

14.3.6.3.2 Feeding Method and Content by Birth Weight Stratification (999 - 750 g, 749 – 500 
g)\Safety Population 

14.3.6.3.3 Feeding Method and Content Across All Birth Weight Stratifications\Safety 
Population 

14.3.6.4.1 STP206 Organisms in Fecal Samples by Birth Weight Stratification (2000 - 1501 g, 
1500 – 1000 g)\Safety Population 

14.3.6.4.2 STP206 Organisms in Fecal Samples by Birth Weight Stratification (999 - 750 g, 
749 – 500 g)\Safety Population 

14.3.6.4.3 STP206 Organisms in Fecal Samples Across All Birth Weight Stratifications\Safety 
Population 

 

NUMBER LISTING 

16.2.1.1 Study Entry and Randomization 

16.2.1.2 Patient Disposition at End of Treatment 

16.2.1.3 Patient Disposition at End of Study 

16.2.2.1 Eligibility Criteria  

16.2.2.2 Protocol Deviation  

16.2.3.1 Patients Included in Per Protocol Population  

16.2.3.2 Patients Included in Intent-to-Treat Population  

16.2.4.1.1 Maternal Demographic and Reproductive History  

16.2.4.1.2 Maternal Pregnancy and Delivery History  

16.2.4.1.3 Infant Demographic and Newborn Assessments  

16.2.4.2 Infant Baseline Characteristics 
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16.2.4.3.1 Maternal Medical History 

16.2.4.3.2 Infant Medical History 

16.2.4.5.1 Maternal Prior and Concomitant Medications 

16.2.4.5.2 Infant Prior and Concomitant Medications 

16.2.4.5.3 Infant Concurrent Treatment 

16.2.5 Study Drug Exposure 

16.2.6.1.1 NEC Evaluation 

16.2.6.1.2 NEC Treatment 

16.2.6.2.1 Sepsis, Aerobic and Anaerobic Cultures Evaluations 

16.2.6.2.2 Sepsis Assessment of Gram Bacilli Result 

16.2.6.3.1 Feeding Volumes and Administration 

16.2.6.3.2 Feeding Tolerance Evaluation 

16.2.6.4 Infant Concomitant Antibiotic Usage for Underlying Infection 

16.2.6.5 Other Complications of Prematurity - BPD 

16.2.6.6 Other Complications of Prematurity - IVH 

16.2.6.7 Other Complications of Prematurity - ROP 

16.2.6.8 Other Complications of Prematurity - Spontaneous Gastrointestinal Perforation 

16.2.6.9 Other Complications of Prematurity - PDA 

16.2.7.1 Adverse Events\Safety Population 

16.2.7.2 Serious Adverse Events\Safety Population 

16.2.7.3 Listing of Adverse Event Leading to Discontinuation of Study Treatment\Safety 
Population  

16.2.7.4 Listing of All Adverse Events with an Outcome of Death\Safety Population 

16.2.7.5 Sterile Site Infection, Aerobic and Anaerobic Cultures Evaluation\Safety Population 

16.2.8.2 Vital Signs at Week 1 Day 1 Dosing Period\Safety Population 
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16.2.8.4 Physical Examination at Pre-Dose and Week 1 Day 1 Dosing Period\Safety 
Population 

16.2.8.5.1 Fecal Samples Evaluations\Safety Population 

16.2.8.5.2 Growth Assessment\Safety Population 

 
 
 


