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1. Protocol Summary
1:1L. Synopsis
1.1.1. Protocol Title

A phase 2a, dose escalation, controlled, randomized study to evaluate safety, early bactericidal
activity (EBA) and pharmacokinetics (PK) of TBA-7371 in adult patients with rifampicin-
sensitive pulmonary tuberculosis (TB).

1.1.2. Short Title
Early bactericidal activity of TBA-7371 in pulmonary tuberculosis.

1.1.3. Overall Goals

Assess the safety, EBA and PK of TBA-7371 in adult patients with rifampicin-sensitive TB and
select dose regimen(s) for future studies.

1.1.4. Objectives and Endpoints

All objectives will be assessed in adult patients with rifampicin-sensitive pulmonary TB (see
inclusion/exclusion criteria, Sections 5.1 and 5.2).

1.1.4.1. Primary Objectives and Endpoints

Table 1. Primary Objectives and Endpoints (Synopsis Overview)
Objectives Endpoints
Bactericidal activity
Demonstrate the 14-day EBA from screening (“0”) | e  Slope, i.e. average change per day. from
to Day 14 (EBA 0-14) of 5 dose regimens of TBA- screening (“07) to Day 14 [BAcru(0-14)] of
7371 monotherapy, and of isoniazid (H), rifampicin the log CFU counts.

(R), pyrazinamide (Z), ethambutol (E) (HRZE) as
assessed by colony forming unit (CFU) counts on
solid media culture.

Safety

Assess the severe/serious adverse event (SAE) e Frequency of study participants who
burden of 5 dose regimens of TBA-7371 experienced one or more severe (> grade 3)
monotherapy and HRZE over a 14-day treatment and/or SAEs from Day 1 through Day 15.
period.
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1.1.4.2. Secondary Objectives and Endpoints
Table 2. Secondary Objectives and Endpoints (Synopsis Overview)
Objectives Endpoints
Bactericidal activity

Demonstrate the EBA of the first 2 days
(screening [“07] to Day 2) and of the remaining
12 days (Day 2 to Day 14) of 5 dose regimens
of TBA-7371 monotherapy and HRZE, as
assessed by CFU counts on solid media culture.

Slope, i.e. average change per day. from
screening (“07) to Day 2 [BAcru (0-2)] and from
Day 2 to Day 14 [BAcru (2-14)] of the log CFU
counts.

Demonstrate the bactericidal activity of 5 dose
regimens of TBA-7371 monotherapy and of
HRZE, as assessed by alternative methods:

e fime to sputum culture positivity (TTP) in
Mycobacteria Growth Indicator Tube
(MGIT) culture

e sputum lipoarabinomannan (LAM) assay

Slope of the time to sputum culture positivity
(TPP) in the MGIT system from screening (“0)
to Day 14 [BArr (0-14)], from screening to Day
2 [BArrp (0-2)], and from Day 2 to Day 14
[BArme (2-14)].

Slope of the log concentration of sputum LAM
from screening (“0”) to Day 14 [BAram (0-14)],
from screening to Day 2 [BAram (0-2)], and from
Day 2 to Day 14 [BALAM (2-14)].

Safety

Assess the AE profile of each dose regimen of
TBA-7371 and HRZE over the 14-day
treatment period.

Frequency from Day 1 through Day 15 of
participants with AE and frequency of AEs:
overall, by body system, and preferred term; by
seriousness, intensity (severity). expectedness
and relatedness to study drug.

Assess the impact on eye symptoms, visual
acuity and color vision of each dose regimen of
TBA-7371 and HRZE over the 14-day
treatment period.

From Day 1 through Day 15:

Frequency of participants with any new (vs.
screening) eye symptom in one or both eyes.
Mean and frequency distribution of duration of
each eye symptom.

Mean and frequency distribution of percentage of
Days with any eye symptom and each of the eye
symptoms.

Mean/median change in visual acuity score from
screening to lowest score during Days 1-15.
Frequency of participants with any new color
vision abnormalities (tritan, protan, deutan) in
one or both eyes and degree of severity (mild,
moderate, and severe)

Assess the impact on heart rate, blood pressure
and ECG profile of each dose regimen of TBA-
7371 and of HRZE over the 14-day treatment
period.

From Day 1 through Day 15:

Mean and frequency distribution of changes in
heart rate (HR). systolic blood pressure (SBP)
and diastolic blood pressure (DBP) as measured
by the following 2 (BP) or 3 (HR) methods:
» manual (vital signs), after at least 10
minutes in supine position (“manual,
supine’);
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Objectives

Endpoints

» manual, after 2 (£0.5) minutes in standing
position (“manual, 2-min standing”);
* HR from ECG, supine position (“ECG,
supine”™)
Frequency of participants with = 25 % increase
in HR. decrease in SBP, decrease in DBP vs.
baseline as measured with any of the methods
described above.
Mean and frequency distribution of percentage of
days with > 25% increase in HR, decrease in
SBP, decrease in DBP vs. baseline.
Mean/median change from screening through
Day 15 in PR, RR, QRS, QT. QTcF values from
baseline ECG.

Assess whether there is tachyphylaxis over the
14-day treatment period for HR, SBP, DBP and
eye symptoms.

Mean change in HR, SBP and DBP from Day 1
to Days 4, 7. 10, 14 and 15 for each of the
measurement methods described above.

Change in frequency of participants with eye
symptoms (all, severe, serious) and change in
mean visual acuity score and frequency of color
vision abnormalities (tritan, protan, deutan) in
one or both eyes and degree of severity (mild,
moderate, and severe) from Day 1 to Days 4, 7.
10, 14 and 15.

Assess whether cardiovascular and/or
ophthalmic AEs persist or recur up to 4 weeks
after discontinuation of treatment with TBA-
7371.

Mean change in HR, SBP and DBP from
screening to Days 28 and 42 and from Day 14 to
Days 28 and 42 for each of the measurement
methods described above.

Change in frequency of participants with eye
symptoms (all, severe, serious) and change in
mean visual acuity score and frequency of color
vision abnormalities (fritan, protan, deutan) in
one or both eyes and degree of severity (mild,
moderate, and severe) from screening to Days 28
and 42 and from Days 1-15 (combined) to Days
28-42 (combined).

Assess whether there are meaningful changes
in safety laboratory measurement

Fo

[ |

each blood/serum and urine parameter:

Mean, median, highest and lowest value.

Shift tables from screening to Day 3, Day 7, Day
14 and Day 42.

Secondary, PK and PK/PD

Evaluate the PK of TBA-7371 monotherapy
over the 14-day treatment period.

TBA7371 concentration profiles and PK
parameters over the 14-day treatment interval:
Cuax, Tomax, Cuasts Thast, AUCins; AUChast, AUChan,
Cmin, half-life, accumulation ratios.

Identify the lowest exposure to of TBA-7371
associated with maximal EBA effect.

Expected concentration associated with 90% of
the maximal TBA-7371 EBA effect (ECop)
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1.1.4.3.  Exploratory Objectives

Details of exploratory objectives will be included in separate operational and/or analysis plans.
Results of exploratory objectives may be reported separately from the main clinical study report.

Exploratory objectives may include but are not limited to:

e cxploration of the correlation between EBA and biomarkers such as mycobacterial cell-free
DeoxyriboNucleic Acid (DNA), ribosomal RNA ratio assay, sputum and/or peripheral blood
gene expression profiles and serum cytokines or other proteins, urine LAM, and bacterial
genotypic evaluations for emergence of resistance;

e testing of susceptibility to TBA-7371 (MIC);

e population PK modeling

1.1.5. Design

This is an interventional, 5-cohort, 3-step dose escalation clinical trial in adult patients,18 to 60
years of age, with rifampicin-sensitive TB. The escalation will occur sequentially in 3 steps:
from Cohort I to Cohorts II and III, from Cohort III to Cohort IV and from Cohort IV to Cohort
V (see below). Within the 2" escalation step, participants will be randomized equally (1:1) to
Cohort II or Cohort III, which have the same total daily dose (200 mg, see below). Within each
cohort, participants will be randomized unequally (5:1) to TBA-7371 or HRZE (isoniazid [H] /
rifampicin [R] / pyrazinamide [Z] / ethambutol [E]) fixed dose combination tablets as control.
Rifafour® e-275 (Sanofi) tablets, a commercial presentation of HRZE approved and available in
South Africa, will be used in this study ! 2. The study is open-label, with masked laboratory
assessments (except PK).

Each participant will undergo 3 study phases: Screening Phase, lasting up to 7 days, with no TB
treatment, a 14-day Study Treatment Phase on TBA-7371 or HRZE, and a 28-day Follow-up
Phase on standard of care TB treatment.

An Independent Data Monitoring Committee (IDMC) will make dose escalation decisions. After
the last Cohort I participant completes the Study Treatment Phase (Day 14), the IDMC will
decide whether Cohort II and Cohort III can start enrollment (1% escalation step). The same
approach will be taken for the 2™ escalation step from Cohorts II & III to Cohort IV and for the
3 escalation step from Cohort IV to Cohort V. For each escalation step, the “go / no-go”
decision will be based on accumulating safety data provided in an un-masked fashion to the
IDMC. Additional data (e.g. PK) may be provided if available as supporting evidence.

Authorized study site personnel will dispense each dose of study drug.

This study will be open label for study participants, study site personnel, IDMC members,
laboratory personnel involved in PK measurements, and all sponsor and Contract Research
Organization (CRO) personnel.

The study will instead be masked (blinded) for personnel involved in the conduct of all other
laboratory procedures (including those for the primary endpoint).

Study participants will be hospitalized for up to 7 days for the Screening Phase and will remain
in hospital until the day after the last dose of study drug is dispensed (Day 15). Written informed
consent must be given before any screening procedure is started. Participants will leave the
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hospital on Day 15 after all procedures scheduled for that day have been completed. Thereafter,
participants will undergo scheduled visits on Days 28 and 42 (+/- 3 days) as outpatients during
the Follow-up Phase.

Study procedures are summarized in the Schedule of Activities (SoA) flow-charts (Table 3 and
Table 4) in Section 1.3. below.

1.1.6. Study Population and Number of Participants

Adult subjects between 18 and 60 (inclusive) years of age of both sexes will be eligible for the
study if they have untreated, rifampicin-sensitive, bacteriologically confirmed, Mycobacterium
tuberculosis pulmonary TB, without other clinically significant medical conditions (including
extra-thoracic TB and active eye disease) or ECG abnormalities, are not of childbearing potential
or are using effective methods of birth control, are capable of and willing to provide informed
consent. Human Immunodeficiency Virus (HIV) positive subjects may be enrolled if CD4+ T-
cell count is >350 cells/uL and there is no Acquired Immune Deficiency Syndrome (AIDS)-defining
opportunistic infection or malignancy. The complete list of inclusion and exclusion criteria can
be found in Sections 5.1 and 5.2.

Candidates will be screened to achieve 90 randomized study participants. Within each dose
escalation cohort, 18 participants will be randomly assigned to TBA-7371 (N=15) or HRZE
(N=3). The total sample size of the HRZE group (all cohorts combined) will be 15, assuming all
cohorts will be allowed to undergo treatment.

Within each cohort, there will be no replacement for the first 2 early withdrawals (drop-outs)
occurring during the Study Treatment Phase. Drop-outs from the 3™ subject onwards will be
replaced to ensure that the total number of participants completing study treatment in each cohort
is at least 16. Participants who withdraw prematurely during the Follow-up Phase will not be
replaced.

1.1.7. Intervention Groups

During the Screening Phase participants will not receive TB treatment.

Eligible participants will be enrolled in one of 5 cohorts in 3 sequential escalation steps as
follows.

Cohort I: TBA-7371 oral suspension 100 mg once daily (100 QD) for 14 days or HRZE fixed
dose combination tablets (H: 75 mg/ R: 150 mg / Z: 400 mg / E: 275 mg [Rifafour® e-275]) QD
for 14 days.

» First escalation step: from Cohort I to Cohorts IT and III
Participants will be randomized to either Cohort II or Cohort III.

Cohort II: TBA-7371 oral suspension 100 mg twice daily (100 BID) for 14 days or
HRZE fixed dose combination tablets (Rifafour® e-275) QD for 14 days.

Cohort III: TBA-7371 oral suspension 200 mg QD for 14 days or HRZE fixed dose
combination tablets (Rifafour® e-275) QD for 14 days.
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» Second escalation step: from Cohort II/III to Cohort IV
Cohort IV: TBA-7371 oral suspension 100 mg three times daily (100 TID) for 14 days
or HRZE fixed dose combination tablets (Rifafour® e-275) QD for 14 days.

» Third escalation step: from Cohort IV to Cohort V
Cohort V: TBA-7371 oral suspension 400 mg QD for 14 days or HRZE fixed dose
combination tablets (Rifafour® e-275) QD for 14 days.

The 1* dose of study drug will be administered at the same time each day for the individual
participant. Subsequent doses will be administered 12 hours after 1% dose for BID schedules and
7 hours and 14 hours after 1% dose TID schedule. All doses of study drug will be taken under
direct observation of a study staff member.

Weight-based dosage for HRZE (Rifafour® e-275) will be as follows, in line with Package
Insert! instructions:

o 40-54 kg: 3 tablets
e 55-70 kg: 4 tablets
e 71 kg and over: 5 tablets

On Day 15 all patients will be switched to standard of care TB treatment as determined by the
National Health System.

1.1.8. Timing

Each participant will remain in the study for up to seven weeks, which consists of up to 7 days
for the Screening Phase, 2 weeks for the Study Treatment Phase and 4 weeks for the Follow-up
Phase.

The escalation go / no-go decisions will be taken by the IDMC based on safety data after the last
subject of Cohort I (1% step), Cohorts II and III (2™ step) and Cohort IV (3™ step) will have
completed the Study Treatment Phase.

The estimated duration of the study (first subject first visit [FSFV] to last subject last visit
[LSLV]) was originally expected to be approximately 1 year. The duration of the study will
however be extended as necessary due to COVID-19 pandemic-related restrictions.

1.1.9. Statistical Methods

This section provides a brief overview of the statistical methods to support the primary
objectives, including sample size considerations. Details on statistical methods to support the
secondary objectives and sensitivity analyses are provided in Section 9.4.

1.1.9.1.  Bactericidal activity

The logio CFU counts vs. time profiles over 14 days of treatment may be biphasic, i.e. the rate of
change in logio CFU changes over time. A simple solution is to characterize the subject-specific
logio CFU count vs. time profiles using a bilinear regression model, which has been proved to fit
the data of many TB bactericidal agents quite well, especially over the time interval of 14 days.
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However, it is also likely that some of the subject-specific logio CFU count vs. time profiles will
be better characterized using a simple linear regression model.

The primary endpoint will be the slope of the log CFU counts from screening to Day 14
[BAcru(0-14)], i.e., average change in log CFU count per day over 14 Days, where sputum for
primary endpoint is collected twice during the screening phase and daily thereafter. This can be
estimated for each subject, 7, as the mean of the slopes over each day, i.e.,

BAcry(0 — 14); = X1, /14,

where B, is the estimated slope for subject 7 at time z. For each subject, slopes will be estimated
using both bilinear and simple linear regression models, and the better fit model (based on lower
AIC) will be selected for that subject. The log CFU screening measurement used in the model
will be the average of the two individual screening measurements. If the bilinear regression
model is selected, the average change in log CFU count per day over 14 days will be estimated
by:

BAcpy(0 — 14); = X2 [Brl (t < &) + Bl (¢ > £)]/14,

where f;; is the estimated slope prior to the estimated inflection point K;, and f,; is the estimated
slope after the estimated inflection point K;. The parameters of main interest include the slopes
B,; and B,;, and the inflection points, k;, and can be readily estimated using least squares. If the
linear regression model is selected, the average change in log CFU count per day over 14 days
will be estimated by the constant linear regression slope over time, ;. BAcru(0-14) will be
calculated for each patient within a treatment group individually, and then used as the response
variable in an ANCOVA model, with a fixed effect for treatment group and screening log CFU
count as a covariate. Treatment group means from the ANCOVA model will be used to quantify
the evidence that each of the treatment group mean BAcru(0-14) is less than 0 (i.e., that the
treatment group mean has a negative slope on average).

Multiplicity will be handled by means of a step-down sequential approach. The five TBA-7371
treatment regimens will be divided into 3 testing groups: Group 1 = Cohort V (400 mg QD) and
Cohort IV (100 TID); Group 2 = Cohort III (200 mg QD) and Cohort II (100 BID); and Group 3
= Cohort 1 (100 QD). Group 1, or the group with the highest dose cohort allowed by the IDMC
will be tested first using a Hochberg multiplicity adjustment: if the maximum and minimum one-
sided p-values are > 0.05 and > 0.025, respectively, formal testing will be stopped and all cohorts
below will be declared a failure; if the maximum and minimum one-sided p-values are > 0.05
and <0.025, formal testing will be stopped but the regimen with p-value < 0.025 will be declared
a success; if the maximum and minimum one-sided p-values are < 0.05 and <0.025, both cohorts
will be declared a success and testing will proceed to Group 2 regimens with the same step-down
approach to continue until a failed cohort is observed.

Primary efficacy analyses will be performed in the modified Intention-to-Treat (mITT)
population.

The study will be declared a success if at least one of the TBA-7371 treatment groups achieves a
statistically significant 1-sided p-value and demonstrates an acceptable safety profile.

Gates Medical Research Institute 16



CONFIDENTIAL Protocol Gates MRI-TBD03-201 Version 4, 07 Jul 2020

1.1.9.2.  Safety

The frequency of patients who experience one or more severe and/or serious SAEs will be
summarized by treatment group with 95% ClIs. The proportion of patients with this endpoint
within each of the TBA-7371 treatment groups will not be formally compared to the control arm
given limitations due to small sample sizes. The primary safety analysis will be performed in the
Safety population.

1.1.9.3. Power and Sample Size Considerations

Bactericidal Effect

Based on Diacon et al, 2013°, standard deviations associated with BAcru(0-14) were relatively
consistent across 5 treatment groups, ranging from 0.05 to 0.08. If we assume conservatively that
the true standard deviation of the BAcru(0-14) measures for the TBA-7371 treatment groups is
equal to 0.1, then with N=15 per group we have 80% (90%) power to detect a true group mean
BAcru(0-14) reduction of 0.067 (0.079), using a 1-sided alpha = 5%. For reference, the observed
BAcru(0-14) reduction in Diacon et al, 2013 were 0.040, 0.056, 0.077, 0.104, and 0.112 for
Bedaquiline 100 mg, 200 mg, 300 mg, 400 mg and standard HRZE, respectively.

Safety
With N=15 per group, we have approximately 80% (90%) probability to observe at least one AE

if the true AE rate is 10% (15%). We have only 54% probability to observe at least one AE if the
true AE rate is 5%. Across the five TBA-7371 treatment groups (N=75), we have 90%
probability to observe at least one AE if the true AE rate is 3.0%.

1.2. Schema

Figure 1. Schema

Within each cohort eligible participants will be
randomized and treated in a staggered manner
as they come in.

. N=15, [TRee ~ow LI F:u:aw |
Cohortv [ R N=18 TBA-7371 400 mg QD
oy [Row I o-aw |
"~ HRZE (Rifafour® e-275) QD
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Cohort IV R =18 TBA-7371 100 mg TID
N=3 "] 1~ W CFuiaw |
HRZE (Rifafour® e-275) QD
I“.:15-| Recr:~6W Ll Fu:aw
Cohortlll [ g | MN=18 TBA-7371 200 mg QD
=3[ Recr-ew _Fu:aw |
R HRZE (Rifafour® e-275) QD
/ NZIS_! Recr: = 6W m U AW i IDMC safety data re.vi.ew
Cohort Il R MN=18 TBA-7371 100 mg BID and «go no-go» decision
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1.3 Schedule of Activities (SoA)
Table 3. Scheduled Visits and Activities
Assessments Screening Day ™ Study Treatment Day Fog:):;up EWV*«

A £+ 15-minute time window is
allowed for all measurements

Written informed consent !

-7to-3

X

2

|

15

28

Hospital admission or discharge 2

Demography and medical and
treatment history

Physical examination >

Chest x-rays *

test and CD4 count

Blood/serum sample collection for HIV

T ol e T

status assessment

Serum sample collection for pregnancy

v

safety lab assessment’

Blood/serum sample collection for clin.

Urine sample collection for clinical
safety lab assessment

Urine sample collection for isoniazid
and drug screening ¢

Overnight sputum collection for
eligibility asses. (volume, acid-fast
bacilli Mtb pos. and rifampicin
sensitivity) 7

Vital signs and body weight recording ®

ECG recording °

v

w4
b
b

W

o

b

o

W

Ve

Eye assessment (visual acuity. color
vision, symptoms) 1

Study drug (IMP) administration !
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Assessments Screening Day?® Study Treatment Day
A £+ 15-minute time window is

allowed for all measurements

Overnight sputum collection for EBA
& exploratory measures. 12

Spot sputum collection for exploratory
measurements 13

Recording of AE, SAE (incl. serious
ADR) and AEST *

Recording of concomitant treatments !*

Blood/serum sample collection for PK
measurements 1

COVID-19/SARS-CoV-2 Testing!”

a. Screening (Days -7 to -1). Screening procedures will be conducted during the up to 7-Day screening period. Screening assessments can be done at
any time during this period, except for the written informed consent, which must be given before any screening is started, the overnight sputum
collection for eligibility assessment, which must be completed on or before Day -3, and the overnight sputum collection for EBA, which must be done
consecutively on Day -2 and Day -1. Subjects may be hospitalized for the entire screening period at the investigator’s discretion, but must be
hospitalized starting on Day -3.

b. Follow-up (Days 15 to 42). Allowed window for Day 28 and Day 42 visits: +/- 3 Days.

c. Early Withdrawal Visit (EWYV) or Unscheduled Visit. Participants who withdraw before Day 14 will be asked to complete the EWV assessments
within 2 Days of withdrawal. Participants who complete the Study Treatment Phase, but do not return for the Day 28 visit will be asked to return for
the Day 42 visit. If access to sites is limited due to the local status of COVID-19 pandemic, the Day 28 and Day 42 visits could potentially be
conducted by telephone. Procedures and assessments conducted during an unscheduled visit will be at the discretion of the investigator in
consultation with the medical monitor.

1. Written informed consent will be given before any screening procedure is started.

2. Hospital admission and discharge. Study participants will be hospitalized by Day -3 of the Screening Phase and will remain in hospital until the Day
after the last dose of study drug is dispensed (Day 15). Discharge from hospital will occur on Day 15 after all procedures planned for that Day are
completed. Upon discharge, participants will be referred to the national TB treatment program for standard of care (SoC) treatment.
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3. Physical examination (PE). Full PE will be conducted during the Screening Phase; focused PE (guided by medical history) will be conducted on
Days 7, 15, 28, 42. Focused PE will be conducted at EWV if the participant discontinues between Day 1 and Day 14. Focused PE may be conducted
during an unscheduled visit at the discretion of the investigator.

4. Chest X-rays. Good quality Posterior-Anterior chest X-rays will be accepted if conducted within 1 week prior to Day -7. If not available, chest X-rays
will be conducted during the Screening Phase.

5. Blood/serum sample collection for clinical safety laboratory assessment. The Day 3 and 7 sampling will occur before the 1% dose of study drug.

Urine sample collection drug screening: cannabinoids, cocaine, amphetamines, opiates, methamphetamines.

7. Overnight sputum collection for eligibility assessment. Sputum assessment, including volume, will be performed by a Sponsor-approved central
laboratory (see laboratory study instruction document). The 1% of the 3 overnight sputum collections (Day -7 to Day -3) conducted during the
Screening Period will be used to assess eligibility as follows: sputum volume (must be at least 10 mL), acid-fast bacilli detection, Mycobacterium
tuberculosis (Mtb) positivity and rifampicin sensitivity via the GeneXpert® diagnostic system (Cepheid). In case inclusion criteria cannot be met from
the 1%t overnight sputum collection, one or more of the above procedures can be conducted on a 2™ overnight sputum collected during the Day -7 to -3
screening period if the patient is domiciled at the site for both.

8. Vital sign and body weight recording. The following 5 vital signs will be recorded: axillary body temperature (BT), respiratory rate (RR), heart rate
(HR), systolic blood pressure, (SBP), diastolic blood pressure (DBP). Body weight (BW) will also be recorded with vital signs. Vital signs and body
weight will be recorded as follows:

e Screening Phase: vital signs and BW once in the morning at approximately the same time the 1%t daily dose study drug will be administered. SBP,
DBP and HR can be repeated twice if exclusion criteria are met.

e Study Treatment Phase: vital signs and BW once every morning (Days 1 to 14) before administration of the 1%t daily dose of study drug; in addition
on Days 1,4, 7, 10 and 14 vital signs will also collected 2.5h, 10.5h and 16.5h after the time of 1% daily dose of study drug (see Table 4).

¢ Follow-up Phase: vital signs and BW on Day 15 in the morning before 1% daily dose of SoC medication; on Days 28 and 42 during the visit.

e EWV: vital signs and BW if the participant withdraws from the study between Day 1 and 14.

At each time point BT, RR and BW will be measured once, whereas HR, SBP and DBP will be measured twice as follows: after 10 min supine
(“manual, supine”) and after 2 (+0.5) min standing (“manual, 2-min standing”). When ECG, vital signs and/or blood/serum samples are to be obtained
at the same time point, the following order must be followed: ECG, vital signs, blood/serum sample, within 5 min of each other.

9. ECG recording. 12-lead ECG will be recorded once at each time point after at least 10 minutes of supine rest as follows:
e Screening Phase: once in the morning at approximately the same time the 15 daily dose study drug will be administered.
o Study Treatment Phase: on Days 1, 4, 7, 10 and 14 before administration of the 1% daily dose of study drug and 2.5h, 10.5h and 16.5h thereafter (see

Table 4).

¢ Follow-up Phase: on Day 15 in the morning before 1% daily dose of standard of care medication; on Days 28 and 42 during the visit.
e EWV: if the participant withdraws from the study between Day 1 and 14.

10.Eye assessment. A trained staff member will assess: 1) eye symptoms using a standardized script (Section 10.5, Appendix 5), ii) visual acuity by
means of the Rosenbaum Pocket Eye Screener, iii) color vision by means of the Waggoner Computerized Color Vision Test and as follows:

Screening Phase: once in the AM.

Study Treatment Phase: Days 1, 4, 7, 10, and 14, 2.5h after 15 daily dose of study drug (see Table 4).

Follow-up Phase: Days 15, 28 and 42 during the visit.

EWYV: if the participant withdraws from the study between Days 1 and 14.

o
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11.

12.

13.

14.

15.

Study drug (IMP) administration. Study drug (TBA-7371 or HRZE) will be administered from Day 1 to Day 14 based on the randomization list by
an authorized and trained site staff member. The 1% dose of study drug will be administered at the same time each Day for the individual participant.
Subsequent doses will be administered as follows (see Table 4):

e Twice daily (BID) schedules: 12h after 1st dose

o Three times (TID) daily schedule: 7h and 14h after 1st dose

Fasting must occur at least 2 hours before dosing and at least 1 hour after dosing. Study drug administration will be followed by 200 mL water.
Overnight sputum collection for EBA assessment and exploratory measurements. Overnight sputum will be collected from 3 PM to 7 AM of the
following Day (16 hours) on Days -2 and -1 during Screening Phase and on 14 consecutive Days during the Study Treatment Phase (Days 1 to 14) for
EBA assessment. The last collection will finish at 7 AM of Day 15. Drug susceptibility testing for isoniazid and rifampicin, and minimum inhibitory
concentrations (MIC) of TBA-7371 will be performed on either of Day -2 or Day -1, and again on Day 14. Aliquots from each sample, as well as
MTB isolates from cultures, will be stored and may be used for exploratory measurements.

Spot sputum collection for exploratory measurements. The participant should spontaneously produce (i.e., not induced) a spot sputum specimen
for collection into RNA preservation media. If specimen cannot be collected due to participant inability to produce sputum, or due to operational
limitations with RNA media collection Kkits, it is not considered a protocol deviation.

Recording of AE, SAE (including serious ADR) and AESI; recording of concomitant treatments. Adverse events (AE), serious adverse events
(SAE), including serious adverse drug reactions (ADR), adverse events of special interest (AESI) and concomitant treatments will be recorded from
the time each participant has signed the informed consent form (ICF) until he/she has completed the last follow- up visit (Day 42) or the Early
Withdrawal Visit (EWV).

Blood/serum sample collection for PK measurements. WILL BE CONDUCTED ONLY IN PARTICIPANTS RANDOMIZED TO TBA-7371.
Timing of sampling will be as follows:

e Study Treatment Phase: Days 1, 2, 4, 7 and 14 before administration of the 1% daily dose of study drug; in addition, on Days 1, 7 and 14 samples

will also collected 30 min (+/- 5 min) and at 1h, 2.5h, 3h, 4h, 6h, 7h, 10.5h, 12h, 16.5h (+/- 15 min) after 1% daily dose of study drug. (see Table 4).
Patients assigned to BID dosing will not have collections at 16.5h, and the 12h sample will be taken prior to the second daily dose. Patients assigned
to TID dosing will not have collections at 10.5h, 12h and 16.5h, and the 7h sample will be taken prior to the second daily dose.

When timing coincides, samples must always be taken after recording of ECG and vital signs.

17.

Coronavirus Disease (COVID-19) / Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2 Testing). COVID-19 testing will be
conducted via PCR using a test product authorized by SAHPRA at an accredited public or private sector laboratory. A specimen will be collected
during the screening period between Day-7 to Day -3, and a negative result must be confirmed prior to randomization. For safety monitoring purposes,
testing will also be performed at Day 7 (£2 Days), on Day 14 OR Day 15 before discharge, and/or at any other time that infection is suspected.
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Table 4. Timing of Measurements on Days 1, 3,4, 7, 10, and 14 of Study Treatment Phase (STP)

Comments

Study drug x

OD schedules

Study drug

BID schedules X X

Study drug

TID schedules X X %

ECG recording X* X X X X * before dosing

Vital signs ; * before dosing

recording K £ X X 2 + body weight

Blood/serum for * before dosing

clinical safety ] * X [X]: only Days 3 and 7 of

assessments STP
Only TBA-7371 pts.
* Before dosing on Days 1,
2. 4,7,14 of STP [X]: only
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To+
7h

T+
9.5h

Comments

=+ 15-minute

Eye assessment
(vis. acuity, color X
vision symptoms)

Spot sputum

: X
collection
Overnight sputum - From 3 PM to 7 AM of the
collection " > following Day

AE, SAE, AESI Collected at any time

a. Early Withdrawal Visit (EWV) or Unscheduled Visit. Participants who withdraw before Day 14 will be asked to complete the EWV assessments within 2
Days of withdrawal. Participants who complete the Study Treatment Phase. but do not return for the Day 28 visit will be asked to return for the Day 42 visit.
If access to sites is limited due to the local status of the COVID-19 pandemic, the Day 28 and Day 42 visits could potentially be conducted by telephone.
Procedures and assessments conducted during an unscheduled visit will be at the discretion of the investigator in consultation with the medical monitor.
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2. Introduction

TBA-7371 is a non-covalent inhibitor of mycobacterium tuberculosis (Mtb) deca-
prenylphosphoryl-B-D-ribose 2'-epimerase 1 (DprE1l), an enzyme involved in mycobacterial cell
wall synthesis. TBA-7371 demonstrates potent bactericidal anti-Mtb activity in vitro, with a
minimum bactericidal concentration (MBC) similar to its minimum inhibitory concentration
(MIC) against replicating Mtb. It has a narrow spectrum, with activity limited to mycobacteria.
Like other cell-wall biosynthesis inhibitors, TBA-7371 is not active against low-oxygen induced
non-replicating bacteria. TBA-7371 was highly active against a panel of 96 clinical Mtb isolates
representative of global phylogeny and geographical origin, and with differing drug-
susceptibility profiles, including extensively drug-resistant TB (XDR-TB). The MIC90 of TBA-
7371, i.e. the MIC for at least 90% of isolates of this panel, is 0.64 pg/mL and the MIC range is
0.04-5.12 pg/mL, where the distribution of MICs is unrelated to the drug-susceptibility or
genotype of the strain, suggesting utility globally, and against drug-sensitive and drug-resistant
TB. Activity against drug-resistant Mtb isolates is expected for TBA-7371 because its drug
target, DprEl, is novel, compared to those of currently used TB drugs. Mtb mutants resistant to
TBA-7371 are selected at a frequency of 4-7 x 1077, similar to the reported in vitro resistance
frequency for clinically relevant anti-TB agents like ethambutol.

No active metabolites of TBA-7371 have been identified thus far.

More information on the PK and pharmacodynamics (PD) of TBA-7371 is provided in the
Investigator Brochure.

2.1. Study Rationale

The current treatments for TB have a lengthy duration, involve multi-drug regimens, must be
taken multiple times per day and have non-trivial unwanted effects. *° Furthermore, some of the
available drugs are expensive. Two of the main consequences of this profile are - first, TB
treatments require large commitments of resources and infrastructure, typically lacking in the
countries where TB is most prevalent, and second, poor compliance is common, which results in
increased severity of disease and mortality and in the emergence of drug-resistant strains. +¢

The shortcomings of the available treatments, combined with massive prevalence, health impact
and mortality of TB (see below), make a strong case for the discovery and development of novel
TB drugs and drug regimens that will address the challenges of current treatments through one or
more of the following features: shorter treatment duration, reduced dosing frequency, improved
safety and tolerability profile, improved efficacy, greater affordability, suitability for pediatric
use and for co-administration with antiretroviral therapy in individuals co-infected with Mtb and
HIV.

Encouraging preclinical data and a sustainable safety and tolerability profile (see Section 2.3) of
the first trial in healthy volunteers (TBA7371-001) justify the evaluation of TBA-7371 in an
EBA trial in adult patients with untreated, drug-sensitive pulmonary TB.
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2.2, Background

2.2.1. Tuberculosis

Tuberculosis in humans is an infectious disease caused by Mtb, which typically affects the lungs
(pulmonary TB) but can affect other sites as well (extrapulmonary TB). It is an airborne disease
transmitted by inhalation of infective droplets containing Mtb and expelled into the air by a
person with active TB via coughing, sneezing, or even talking. The unique cell wall of Mtb,
which has a waxy coating primarily composed of mycolic acids, allows the bacillus to lie
dormant in some individuals for many years (i.e., latent TB infection). Latent TB infection
(LTBI) is not associated with symptoms and is not infectious. However, approximately 10% of
individuals with LTBI will develop active disease during their lifetime (i.e., a 10% lifetime risk
of activation), often years or even decades after the initial infection and most of these cases will
themselves become infectious.” Individuals with LTBI who are co-infected with HIV are at an
increased risk of developing active TB; such individuals are estimated to have an 8% annual risk
of reactivating LTBI. ° Tuberculosis is currently one of the top three killer infectious diseases,
and there is more TB in the world today than at any other time in history. While TB is found in
every country in the world, it disproportionately affects people in resource poor settings,
particularly those in Asia and Africa. Nevertheless, TB outbreaks still occur in industrialized
nations. The World Health Organization (WHO) estimates that 2 billion people, approximately
one-third of the world’s population, are infected with Mtb worldwide. In 2015, there were an
estimated 10.4 million new incident cases of TB (11% co-infected with HIV), and 1.4 million
people died from TB. !°

2.2.2. Early Bactericidal Activity Clinical Studies

The ability of EBA studies to quantify the bactericidal action of anti-TB agents alone or in
combination was established following a pioneering study in 1980. ! In these studies, which
typically have treatment periods ranging from 2 to 14 days, the ability of various agents and
combinations of agents to decrease the number of CFU of Mtb present in the sputum of study
participants serves as an indication of the anti-TB activity of the treatment. A review of EBA
studies conducted on the key anti-TB drugs has shown the value these studies offer to
demonstrate the early anti-TB effect that a new therapeutic agent may have and to explore the
relationships between dose, pharmacokinetics and bactericidal activity in patients. '2

2.3. Benefit/Risk Assessment

In this trial patients with untreated, drug-sensitive pulmonary TB will receive for 14 days either
the test drug TBA-7371 in 1 of 5 regimens (from 100 mg QD to 400 mg QD) or commercial
HRZE fixed combination (Rifafour® e-275) as control drug, dosed as recommended in the
package insert. !

HRZE is a first line treatment for drug sensitive TB with a well-established, generally favorable,
yet not straightforward, benefit-risk profile. The most common AEs associated with HRZE are
peripheral neuropathy, optic neuritis, hepatitis, and gastro-intestinal AEs (see Package Insert !
and 2018 Safety Update 2 enclosed in study specific manual(s)).

TBA-7371 was tested in adult healthy volunteers in 1 clinical trial (TBA7371-001), composed of
three parts: a single ascending dose (SAD) part where single doses from 100 to 800 mg were
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tested, a multiple ascending dose (MAD) part where 100, 200 and 400 mg QD were taken for 14
days and a drug-drug interaction (DDI) part. The most common treatment-emergent adverse
events (TEAEs) were increase in heart rate associated with decrease in blood pressure and eye
symptoms (blurred vision, photophobia, altered color vision, increased lacrimation). The
frequency of such events was dose related, starting at doses above 100 mg /day. Most were mild
and transient. In particular, vision-related AEs were of short duration, resolved before the next
dose and were not persistent changes. Furthermore, tachyphylaxis to changes in heart rate and
blood pressure appeared to occur in the MAD part of the trial.

The eye symptoms appeared to be associated with Cmax. It is therefore possible that the
tolerability profile could improve with fractionation of the daily dose. This justifies the inclusion
of the BID and TID dosing regimens in this trial.

There is no information on the efficacy of TBA-7371 in humans. PK/PD modelling from animal
experiments, supplemented with additional PK data from healthy human subjects, suggests that
bactericidal effect could be present at 100 mg/day and then increase with dose.

More information on TBA-7371 is provided in the Investigator Brochure.

The overall risks associated with TBA-7371 at or below 400 mg QD are considered low and are
mitigated by the following design features of the present protocol:

e throughout the 14-day Treatment Phase eye symptoms, visual acuity and color vision, ECG
will be assessed/recorded every 3-4 days, vital signs daily;

e the escalation from QD dose level to the next will be staggered, and escalation decisions
will be taken by an IDMC based on full unmasked safety data from the lower dose
cohort(s);

e itis possible that patients will experience no meaningful bactericidal effect for the duration
of treatment with TBA-7371 of 14 days. Participants will thus be kept under close
observation in hospital for the entire period so that in case of progression of disease,
effective treatment can be initiated without delay;

e at the end of Study Treatment Phase patients will be switched to standard of care TB
treatment, trained on the importance of compliance and proper follow-up and followed for
an additional 28 days (Follow-up Phase of the study).

Given the safety profile observed thus far and the design features described above, the benefit-
risk assessment for this trial is considered favorable.
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3. Objectives and Endpoints
3. Primary Objectives and Endpoints
Table 5. Primary Objectives and Endpoints

Objectives

Endpoints

Bactericidal activity

Demonstrate the 14-day EBA from screening (“0™)
to Day 14 (EBA 0-14) of 5 dose regimens of TBA-
7371 monotherapy and HRZE as assessed by CFU
counts on solid media culture.

Slope, i.e. average change per day. from
screening (<0”) to Day 14 [BAcru (0-14)] of
the log CFU counts.

Safety

Assess the severe/SAE burden of 5 dose regimens
of TBA-7371 monotherapy and HRZE over a 14-
day treatment period.

Frequency of study participants who
experienced one or more severe AEs (=
grade 3) and/or SAEs from Day 1 through
Day 15.

3.2.

Table 6.

Secondary Objectives and Endpoints

Secondary Objectives and Endpoints

Objectives

Endpoints

Bactericidal activity

Demonstrate the EBA of the first 2 days (screening
[07] to Day 2) and of the remaining 12 days (Day 2
to Day 14) of 5 dose regimens of TBA-7371
monotherapy and HRZE, as assessed by CFU
counts on solid media culture.

Slope,. 1.e. average change per day. from
screening (“0”) to Day 2 [0-2)] and from
Day 2 to Day 14 [BAcru (2-14)] of the log
CFU counts.

Demonstrate the bactericidal activity of 5 dose
regimens of TBA-7371 monotherapy and of HRZE,
as assessed by alternative methods:
= time to sputum culture positivity (TTP) in
(MGIT) culture
= LAM assay

Slope of the time to sputum culture
positivity (TTP) in the MGIT system from
screening (“0”) to Day 14 [BArre (0-14)],
from screening to Day 2 [BArre (0-2)]. and
from Day 2 to Day 14 [BAr7p(2-14)].
Slope of the log concentration of sputum
LAM from screening (“07) to Day 14
[BAram (0-14)], from screening to Day 2
[BAram (0-2)]. and from Day 2 to Day 14
[BAram (2-14)].

Safety

Assess the adverse event (AE) profile of each dose
regimen of TBA-7371 and HRZE over the 14-day
treatment period.

Frequency from Day 1 through Day 15 of
participants with AE and frequency of AEs:
overall, by body system, and preferred term;
by seriousness, intensity (severity),
expectedness and relatedness to study drug.

Assess the impact on eye symptoms, visual acuity
and color vision of each dose regimen of TBA-7371
and HRZE over the 14-day treatment period.

From Day 1 through Day 15:

Frequency of participants with any new (vs.

screening) eye symptom in one or both eyes.
Mean and frequency distribution of duration
of each eye symptom.
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Objectives

Endpoints

e Mean and frequency distribution of
percentage of days with any eye symptom
and each of the eye symptoms.

e Mean/median change in visual acuity score
from screening to lowest score during Days
1-15.

e Frequency of participants with any new color
vision abnormalities (tritan, protan, deutan)
in one or both eyes and degree of severity
(mild, moderate, severe).

Assess the impact on heart rate, blood pressure and
ECG profile of each dose regimen of TBA-7371 and
of HRZE over the 14-day treatment period.

From Day 1 through Day 15:

¢ Mean and frequency distribution of changes
in HR, SBP and DBP as measured by the
following 2 (BP) or 3 (HR) methods:

= manual (vital signs), after at least 10
minutes in supine position (“manual,
supine”);

= manual, after 2 (+0.5) minutes in
standing position (“manual, 2-min
standing”);

= HR from ECG, supine position
(“ECG, supine”)

e Frequency of participants with > 25 %
increase in HR, decrease in SBP, decrease in
DBP vs. baseline as measured with any of
the methods described above.

e Mean and frequency distribution of
percentage of days with > 25% increase in
HR, decrease in SBP, decrease in DBP vs.
baseline.

s Mean/median change from screening
through Day 15 in PR, RR, QRS, QT, QTcF
values from baseline ECG.

Assess whether there is tachyphylaxis over the 14-
day treatment period for HR, SBP, DBP and eye
symptoms.

e Mean change in HR, SBP and DBP from
Day 1 to Days 4, 7, 10, 14 and 15 for each
of the measurement methods described
above.

e Change in frequency of participants with
eye symptoms (all, severe, serious) and
change in mean visual acuity score and
frequency of color vision changes from Day
1 to Days 4, 7, 10, 14 and 15.

Assess whether cardiovascular and/or ophthalmic
adverse events persist or recur up to 4 weeks after
discontinuation of treatment with TBA-7371.

e Mean change in HR, SBP and DBP from
screening to Days 28 and 42 and from Day
14 to Days 28 and 42 for each of the
measurement methods described above.
e Change in frequency of participants with eye
symptoms (all, severe, serious) and change
in mean visual acuity score and frequency of
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Objectives

Endpoints

color vision changes from screening to Days
28 and 42 and from Days 1-15 (combined) to
Days 28-42 (combined).

Assess whether there are meaningful changes in
safety laboratory measurement

For each blood/serum and urine parameter:

e Mean, median, highest and lowest value.

¢ Shift tables from screening to Day 3, Day 7,
Day 14 and Day 42.

Secondary, PK and PK/PD

Evaluate the pharmacokinetics of TBA-7371
monotherapy over the 14-day treatment period.

e TBA7371 concentration profiles and PK
parameters over the 14-day treatment
interval: Cuax. Toax. Crast. Tiast. AUCke,
AUCHnst, AUCtay, Cauin, half-life,
accumulation ratios.

Identify the lowest exposure to of TBA-7371
associated with maximal EBA effect.

e Expected concentration associated with 90%
of the maximal TBA-7371 EBA effect
(EC90)

3.3 Exploratory Objectives

Details of exploratory objectives will be included in separate operational and/or analysis plans.
Results of exploratory objectives may be reported separately from the main clinical study report.

Exploratory objectives may include but are not limited to:

e exploration of the correlation between EBA and biomarkers such as mycobacterial cell-
free DNA, ribosomal RNA ratio assay, sputum and/or peripheral blood gene expression
profiles and serum cytokines or other proteins, urine LAM, and bacterial genotypic

evaluations for emergence of resistance;

e testing of susceptibility to TBA-7371 (MIC);

population PK modeling.
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4. Study Design

4.1. Overall Study Design

This is an interventional, 5-cohort, 3-step dose escalation clinical trial in adult patients between
18 to 60 years of age with rifampicin-sensitive pulmonary TB.

The escalation will occur sequentially in 3 steps: from Cohort I to Cohorts II and III, from
Cohorts II and III to Cohort IV and from Cohort IV to Cohort V (see below). Within the 2™
escalation step, participants will be randomized equally (1:1) to Cohort IT or Cohort III, which
have the same total daily dose (200 mg, see below). Within each cohort, participants will be
randomized unequally (5:1) to TBA-7371 or HRZE (isoniazid [H] / rifampicin [R] /
pyrazinamide [Z] / ethambutol [E]) fixed dose combination tablets. Rifafour® e-275 (Sanofi)
tablets, a commercial presentation of HRZE approved and available in South Africa, will be used
in this study. '

Each participant will undergo 3 study phases: up to a 7-day Screening Phase with no TB
treatment, a 14-day Study Treatment Phase on TBA-7371 or HRZE and a 28-day Follow-up
Phase on standard of care TB treatment.

The doses and dose schedules of the 5 TBA-7371 cohorts will be as follows: Cohort I: 100 mg
QD, Cohort II: 100 mg BID, Cohort III: 200 mg QD, Cohort IV: 100 mg TID, Cohort V: 400 mg
QD. For HRZE, the dose will be weight-based as per package insert. !

An IDMC will make dose escalation recommendations. After the last Cohort I participant
completing the Study Treatment Phase (Day 14), the IDMC will decide whether Cohort II and
Cohort III can start enrolment (1 escalation step). The same approach will be taken for the 2™
escalation step (from Cohorts IT & III to Cohort IV) and for the 3™ escalation step (from Cohort
IV to Cohort V). For each escalation step, the “go / no-go” decision will be based on
accumulating safety data. Additional data (e.g. PK) may be provided as supporting evidence.

Authorized study site personnel will dispense each dose of study drug.

This study will be open label for study participants, study site personnel, IDMC members,
laboratory personnel involved in PK measurements and all sponsor and CRO personnel.

The study will instead be masked (blinded) for personnel involved in the conduct of all other
laboratory procedures (including those for the primary endpoint).

Study participants will be hospitalized during the Screening Phase and will remain in hospital
until the day after the last dose of study drug is dispensed (Day 15). Written informed consent
must be given before any screening procedure is started. Participants will leave the hospital on
Day 15 after all procedures scheduled for that day have been completed. Thereafter, participants
will undergo scheduled visits on Days 28 and 42 (+/- 3 days) as outpatients during the Follow-up
Phase.

Candidates will be screened to achieve 90 randomized study participants. Within each dose
escalation cohort, 18 participants will be randomly assigned in a 5:1 ratio to TBA-7371 (N=15)
or HRZE (N=3). The total sample size of the HRZE group (all cohorts combined) will be 15,
assuming all cohorts will be allowed to undergo treatment.
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Within each cohort, there will be no replacement for the first 2 early withdrawals (drop-outs)
occurring during the Treatment Phase. Drop-outs from the 3™ onwards will be replaced to ensure
that the total number of participants completing study treatment in each cohort is at least 16.
Participants who withdraw prematurely during the Follow-up Phase will not be replaced.

4.2. Scientific Rationale for Study Design

The dose escalation approach, with go/no-go decision on each escalation step to be taken by the
IDMC based on the complete safety dataset from lower dose cohort(s), has been chosen to
maximize the safety of participants, against the background of the safety and tolerability profile
observed in study TBA-7371-001. As mentioned above, the two most frequent treatment
emergent adverse events, namely heart rate increase and eye symptoms, had a dose-dependent
(above 100 mg QD) frequency and were mostly mild and transient.

The level of masking, in this study, which includes all personnel involved in CFU counts for the
primary endpoint (see Section 6.3.2), ensures balance of methodological excellence and
feasibility, and is considered adequate for the stage of development of TBA-7371.

Whereas the 3 dose escalation steps will be conducted in an open-label manner, within the 2"
escalation, participants will be randomized to Cohort I or Cohort III. This approach is justified
because Cohorts II and III have the same total daily dose of TBA-7371 (200 mg) and strengthens
the design of the study.

Within each cohort, participants will be randomized to TBA-7371 or HRZE control with a 5:1
ratio (15 TBA-7371 vs. 3 HRZE). This unequal randomization is justified by the fact that HRZE
data from all cohorts will be pooled; hence, if all 5 cohorts will be allowed to enter the trial, the
target size of the control group (N=15) will be the same as the TBA-7371 groups.

The target population is adult males and females with untreated, rifampicin-sensitive,
uncomplicated pulmonary TB. This population is ideal for the assessment of the bactericidal
activity of a new drug.

In this trial, QD, BID and TID schedules will be tested. The scientific rationale is that some
symptoms appear to be associated with Cpax. It is therefore possible that fractionation of the
daily dose could improve the tolerability profile and the benefit-risk ratio.

Primary endpoints are: 1) EBA of TBA-7371 as determined by the slope of log CFU count on
solid media culture from screening though Day 14; and 2) frequency of participants with serious
and/or severe (> Grade 3) AEs throughout the treatment. The value of EBA to predict clinical
efficacy is outlined in Section 2.2.2. Combined SAEs and severe AEs are considered the best
indicators of the overall burden and acceptability of the treatment to patients.

The scientific rationale for secondary endpoints is as follows:

e EBA as assessed by alternative methods [TTP in MGIT culture and LAM assay]. MGIT
culture and LAM assay are easier to conduct compared to solid media culture. Hence,
insight into the suitability of such methods to replace solid media culture will be useful for
this and other TB drug development programs.

e Full AE assessment. All AE will be assessed by seriousness, intensity (severity),
relationship to study drug and expectedness based on the information provided in the
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Investigator Brochure and summarized by body system and preferred medical term. This
will allow the full safety and tolerability profiling of TBA-7371.

e Assessment of heart rate and blood pressure via vital signs and ECG, eye symptoms, visual
acuity and color vision. These measurements were selected based on the safety profile that
emerged from animal studies and from phase 1 study TBA7371-001 (see above). Multiple
assessment methods will be carried out for cardiovascular variables to maximize the
sensitivity of the study. Eye symptoms will be assessed by non-leading questions delivered
by trained staff based on a standardized script. Visual acuity and color vision will be
assessed through standardized procedures. The possibility of decrease (tachyphylaxis) or
increase over time of these unwanted effects, as well as their persistence or recurrence in
the month following discontinuation of study drug, will also be assessed: results of study
TBA7371-001 suggest changes over time during treatment with TBA-7371 of
cardiovascular (decrease) and eye (increase) adverse events. It should be noted that all eye
symptoms reported study TBA7371-001 were transient.

PK profile and relationship between exposure and magnitude of EBA. So far, the PK profile of
TBA-7371 has been only studied in animals and in healthy volunteers. This study allows the
confirmation of the PK profile in TB patients. The relationship between exposure and
bactericidal response will guide the selection of the dose regimen(s) for further development of
TBA-7371. No active metabolite of TBA-7371 has been identified so far, and no major
metabolite seen in humans has been detected at more than 10% of parent TBA-7371. Therefore,
TBA-7371 metabolism will not be examined further in this study.

Additional measurements may be added as exploratory endpoints. Exploratory endpoints will be
the object of separate documents.

4.3. Justification for Dose

In this study 5 dose regimens of TBA-7371 will be tested over a 14-day treatment period: 100
mg QD, 100 mg BID, 200 mg QD, 100 mg TID and 400 mg QD.

From a safety perspective the dose selection is justified by the fact that in study TBA7371-001
single doses of 100, 200, 400 and 800 mg and multiple doses over 14 days of 100, 200 and 400
mg QD were tested: doses from 100 to 400 mg/day are considered suitable for further
development assuming proper mitigation steps are in place (see Section 2.3). See Investigator
Brochure for more detail.

From an activity perspective, no human data are available. PK-PD modelling of animal data,
taken together with human PK data in healthy volunteers, suggest that 200 mg QD or above may
be necessary to achieve a meaningful bactericidal effect.

Whereas QD dosing is an important feature of the target product profile for TBA-7371, the
introduction in the study design of a twice daily (100 mg BID) and a three times daily (100 mg
TID) regimen will allow assessment of the impact of daily dose fractionation vs. QD dose on the
bactericidal activity and the safety/tolerability profile of TBA-7371. This information will be
valuable for further development of this and other investigational drugs with similar mechanism
of action.
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4.4. End of Study Definition

A participant is considered to have completed the study if he/she completes the final visit on Day
42. The end of the study is defined as the date of the last visit of the last participant in the study
or last scheduled procedure shown in the SoA for the last participant in the trial.

Gates Medical Research Institute 33



CONFIDENTIAL Protocol Gates MRI-TBD03-201 Version 4, 07 Jul 2020

5. Study Population

Prospective approvals of protocol deviations to enrollment criteria, also known as protocol
waivers or exemptions, are not permitted.

Recruitment

Participants will be recruited from communities with known high burden of TB transmission and
disease. Various methods of recruitment may be used, such as community information sessions,
advertising, referrals, word-of mouth, or solicitation through participants previously known to
the clinical site.

Recruitment materials, if any, will be approved by the appropriate Institutional Review Board/s
(IRBs) or Independent Ethics Committee/s (IECs). Interested participants will be invited to
participate in the informed consent process.

5.1. Inclusion Criteria

Age

1. 18 to 60 years of age (inclusive) at the time of signing the informed consent.
Weight

2. Body weight within 40 and 100 kg (inclusive).

Disease Characteristics

3. Untreated, rifampicin-sensitive pulmonary TB, as defined by all of the following:

a. 1isoniazid urine screen negativity

b. sputum smear positivity for acid-fast bacilli using fluorescent microscopy, defined as at
least 1+ on the International Union Against Tuberculosis and Lung Disease
(IUATLD)/WHO scale

c. chest X-rays which in the opinion of the investigator is consistent with TB

d. Mtb positivity on molecular test (GeneXpert®)

e. rifampicin sensitivity on molecular test (GeneXpert®).

Sputum Production

4. Participants must be able to produce at least 10 mL of sputum during the screening
overnight sputum collection (two attempts can be made during Day -7 to -3 to meet the
volume requirement if the patient is domiciled at the site for both), as assessed by a
Sponsor-approved central laboratory.

Childbearing potential
5. Female and male participants should be of non-childbearing potential or using an effective
method of birth control.

Non-childbearing potential is defined as follows:
a. participant is not heterosexually active or practices sexual abstinence, OR
b. female participant or sexual partner has undergone bilateral oophorectomy, bilateral tubal
ligation and/or hysterectomy, OR
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female participant or sexual partner has been postmenopausal with a history of no menses
for at least 12 consecutive months, OR

male participant or sexual partner has undergone vasectomy or bilateral orchidectomy at
least three months prior to screening, OR

male participant with pregnant sexual partner (for duration of the study) who does not
have any other sexual partners.

An effective method of birth control is defined as follows:

a.

b.

C.

double barrier method, which can include any 2 of the following: a male condom,

diaphragm, cervical cap, or female condom (male and female condoms should not be used

together), OR

barrier method (one of the above) combined with hormone-based contraceptives or an

intra-uterine device for the female participant or partner, AND

participant willing to continue practicing one of the above-mentioned birth control

methods throughout 14-day Study Treatment Phase and for 4 weeks after the last dose of

study medication or discontinuation from study medication in case of early withdrawal.
See Section 10.3 (Appendix 3) for more information on contraceptive guidance and

collection of pregnancy information

Informed Consent

6.

Participants must be capable of giving signed informed consent as described in Section 10.1

(Appendix 1), which includes agreeing to compliance with the requirements and restrictions
listed in the informed consent form (ICF) and in this protocol.

5.2.

Exclusion Criteria

Participants are excluded from the study if any of the following criteria apply.

Medical Conditions and History

1.
2.

3.

Need for immediate effective anti-TB treatment as judged by the investigator.
Tested positive for COronaVIrus Disease-19 (COVID-19)/SARS-CoV-2 during the

Screening Period with a PCR-based assay.

Evidence and/or history of extra-thoracic TB (e.g. miliary TB, abdominal TB, urogenital TB,

osteoarthritic TB, TB meningitis, ocular TB), as judged by the investigator.

e pe o

Evidence and/or history in the last 5 years of one or any combination of the following:

uveitis;

color vision deficiency;

amblyopia;

visual acuity worse than 20/25 after correction in either eye;

any known eye disease or prior eye surgery;

any systemic condition with ocular manifestations (i.e. Marfan, syphilis, diabetes, Bechet,
Vogt-Koyanagi-Harada, Lyme, or chronic inflammatory condition such as sarcoidosis,
rheumatoid arthritis, psoriatic arthritis)
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10.

Evidence and/or history in the last 5 years of clinically significant medical condition(s) as
judged by the investigator, including malignancies and unstable or uncontrolled hypertension.
Any current medical, psychiatric, occupational, or substance abuse problems that, in the
opinion of the investigator, will make it unlikely that the participant will comply with the
protocol.

For HIV infected participants:

a. CD4+ count <350 cells/uL, OR

b. AIDS-defining opportunistic infection or malignancies (except pulmonary TB).

Seated systolic/diastolic blood pressure assessed as vital sign (i.e. not from ECQG) is less than
95/40 mmHg or greater than 145/95 mmHg at screening. Out-of-range blood pressure may be
repeated twice with at least 5 minutes intervening.

Seated heart rate assessed as vital sign (i.e. not from ECG) is lower than 40 beats per minute
(bpm) or higher than 110 bpm at screening. Out-of-range heart rate may be repeated twice
with at least 5 minutes intervening.

A clinically significant ECG abnormality at screening. NOTE: The following can be
considered not clinically significant:

a. mild first-degree atrio-ventricular block (P-R interval <0.23 sec);

b. right or left axis deviation;

c. incomplete right bundle branch block;

d. isolated left anterior fascicular block (left anterior hemiblock) in young athletic subjects.

Prior/Concomitant Therapy

See Section 10.6 (Appendix 6) for a list of commonly used prohibited medications (based on
exclusion criteria # 11 to # 16). Please note that the list is not comprehensive and other medications
with the features described below are also prohibited.

11.
12.

13.

14.

15.

16.

Use of medications active against Mtb within 3 months prior to the first dose of study drug.

Use of systemic immunosuppressive medications within 14 days prior to the first dose of

study drug.

Use of strong inhibitors or strong inducers of cytochrome P450 (CYP) enzymes within 14
days prior to the first dose of study drug.

Use of inhibitors of phosphodiesterase (PDE) enzymes within 14 days prior to the first dose
of study drug.

Use of medications known to affect the eye within 3 months prior to the first dose of study

drug.

For HIV+ patients, use of medications listed in Section 10.6 (Appendix 6) within 3 months

prior to the first dose of study drug.

Prior/Concurrent Clinical Study Experience

17.

Participation in other clinical study(-ies) with investigational agent(s) within 6 months prior
to trial start.

Diagnostic Assessments

18.

The following laboratory values from blood collected during the Screening Phase, which
represent Grade 2 or higher abnormalities per DAIDS Toxicity Table Version 2.1 (see Section
10.4, Appendix 4), will be cause for exclusion:

e AST, ALT, alkaline phosphatase (ALP) > 2.5x upper limit of normal (ULN)
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Total bilirubin > 1.6x ULN

Creatinine > 1.3x ULN

Hemoglobin < 10 g/dL (male) or 9.5 g/dL (female)
White Blood Cell Count (WBC) < 2,000 / mm?

e Platelets < 100,000 /mm>

e INR>1.5x ULN

e PTT>1.66 ULN

e PT>1.25x ULN

ULN= upper limit of normal for local laboratory values

Grade 2 or higher abnormalities in other laboratory parameters from blood or urine Grade 1
abnormalities, or abnormalities from laboratory parameters not included in the DAIDS Toxicity
Table Version 2.1, may lead to exclusion if the investigator considers them clinically significant.

Other Exclusion Criteria

19. History of allergy or hypersensitivity to any of the study drugs or related substances.

20. Positive urine drug screening for cocaine AND/OR amphetamines AND/OR opiates
AND/OR methamphetamines. Note: screening will also be conducted for cannabinoids and
results documented in the CRF; however, a positive test for cannabinoids is not an exclusion
criterion.

21. Female participants currently pregnant or lactating/nursing; OR having positive serum
pregnancy test during the Screening Phase OR planning a pregnancy within the 1 month after
first dose of study drug. Refer to Section 10.3 (Appendix 3) for more information.

5.3. Lifestyle Considerations

Avoidance of pregnancy during the study: see Section 5.1.

5.4. Screen Failures

Screen failures are defined as participants who consent to participate in the clinical study but are
not subsequently randomly assigned to study intervention/entered in the study. A minimal set of
screen failure information is required to ensure transparent reporting of screen failure
participants to meet the Consolidated Standards of Reporting Trials (CONSORT) publishing
requirements and to respond to queries from regulatory authorities. Minimal information
includes demography, screen failure details (i.e. why eligibility criteria were not met) and any
SAE.

Rescreening is not permitted, except in special circumstances. The investigator may review
rescreening eligibility, on a case-by-case basis, with the Sponsor.
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6. Study Interventions

Study intervention is defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according to the
study protocol.

6.1. Study Interventions Administered

Two interventions will be used in this study: participants will receive either TBA-7371 oral
suspension or HRZE, a fixed dose combination of isoniazid [H], rifampicin [R], pyrazinamide
[Z] and ethambutol [E]) oral tablets, commercially available in South Africa (Rifafour® e-275).!

6.1.1. Composition

6.1.1.1 TBA-7371 Oral Suspension
The drug product is an extemporaneously compounded oral suspension.

The quantitative composition, function and quality of each ingredient in the drug product
(TBA-7371 Oral Suspension, 25 mg/mL) is provided in Table 7 below.

Table 7. Composition of the TBA-7371 Oral Suspension, 25 mg/mL

Ingredient Function Quality Quantity Quantity Quantity
Standard per dose per dose per dose
(100 mg ) (200 mg) (400 mg )
TBA-7371 Drug In-house 100 mg 200 mg 400 mg
hydrochloride* substance
equivalent to TBA-
7371
Purified water Diluent Commercially | 0.8 mL 1.6 mL 3.2mL
available
Ora-Blend® ** Flavored oral | Commercially | Quantity Quantity Quantity
suspending available required to | required to | required to
vehicle 4 mL 8 mL 16 mL
Total volume 4 mL 8 mL 16 mL

*TBA-7371 hydrochloride salt is calculated using the assay value of free base from the certificate of analysis.
Quantity of HCI salt (g) = amount of free base equivalent divided by % assay value as free base.

** Purified water, sucrose, glycerin, sorbitol, flavoring, micro- crystalline cellulose, carboxymethylcellulose
sodium, xanthan gum, carrageenan, calcium sulfate, trisodium phosphate, citric acid and sodium phosphate as
buffers, dimethicone antifoam emulsion. Preserved with methylparaben and potassium sorbate.

6.1.1.2 HRZE Tablets

HRZE is a commercially available fixed dose combination of 4 TB drugs: isoniazid (H, 75 mg),
rifampicin (R, 150 mg), pyrazinamide (Z, 400 mg), and ethambutol (E, 275 mg)

Rifafour® e-275 (Sanofi) tablets, a commercial presentation of HRZE approved and available in
South Africa, will be used in this study.

See package insert ! (also enclosed in the study specific manual) for information on the
composition of Rifafour® e-275 tablets.
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6.1.2. Intervention Cohorts
During the Screening Phase participants will not receive TB treatment.

Participants who meet all inclusion and none of the exclusion criteria at the end of the Screening
Phase will be enrolled sequentially in one of 5 cohorts in 3 escalation steps and randomized as
follows.

e Cohort I: randomized to TBA-7371 oral suspension 100 mg QD OR HRZE tablets (Rifafour®
e-275) QD for 14 days.
e Cohort IT and Cohort III: randomized first to Cohort II OR Cohort III, and subsequently
o  Cohort II: randomized to TBA-7371 oral suspension 100 mg BID OR HRZE tablets
(Rifafour® e-275) QD for 14 days.
o  Cohort III: randomized to TBA-7371 oral suspension 200 mg QD OR HRZE tablets
(Rifafour® e-275) QD for 14 days.
e Cohort IV: randomized to TBA-7371 oral suspension 100 mg TID OR HRZE tablets
(Rifafour® e-275) QD for 14 days.
e Cohort V: randomized to TBA-7371 oral suspension 400 mg QD OR HRZE tablets (Rifafour®
e-275) QD for 14 days.

On Day 15 all participants will switch to standard of care TB treatment as determined by the
National Health System.
6.1.3. Administration

Study drugs will be prepared and administered in an unmasked (unblinded) fashion based on the
randomization list by authorized and trained site staff members.

All doses of study drug will be taken under direct observation of a study staff member.

TBA-7371 oral suspension will be administered every day from study Day 1 to Day 14 once
(Cohorts I, IT and V), twice (Cohort II) or three times (Cohort III) daily (see Section 6.1.2).

HRZE tablets (Rifafour® e-275) will be administered every day from study Day 1 to Day 14 QD
as per Package Insert ! as follows:

e 40-54 kg: 3 tablets
e 55-70 kg: 4 tablets
e 71 kg and over: 5 tablets.

If a patient’s weight changes between specified weight bands during the course of the Study
Treatment period, the investigator will determine which of the measured weights to use for
dosing.

The 1% dose of study drug will be administered at the same time each day for the individual
participant. Subsequent doses will be administered as follows:

e BID schedules: 12 hours after 1st dose
e TID schedule: 7 hours and 14 hours after 1st dose.

Fasting must occur at least 2 hours before dosing and at least 1 hour after dosing.
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When the dosing timing coincides with the time of other procedures, dosing will occur after
completion of the procedures. It is important that dosing occurs at the assigned time. Procedures
should be timed accordingly i.e. start before dosing time as appropriate.

6.2. Preparation/Handling/Storage/Accountability

6.2.1. Preparation

TBA-7371 will be prepared extemporaneously for 250 mL or 500 mL of a 25 mg/mL
suspension. Please refer to the study specific manual(s) for preparation details.

Commercial HRZE tablets (Rifafour® e-275) will be provided.

6.2.2. Handling

TBA-7371 oral suspension will be transferred and stored in Pyrex glass reagent bottles with a
polypropylene screw cap without a liner. These bottles will be used for mixing, sampling and
storage prior to administration. The required doses of the drug product will be dispensed using
commercially available oral syringes of suitable capacity. The suspension will be dispensed just
prior to dosing and not stored in the oral syringes.

6.2.3. Storage

Based upon the supportive stability study data, the recommended storage condition for batches of
TBA-7371 oral suspension clinical trial material is 2-8°C (36-46°F). A do-not-use-beyond-date
of 7 days after compounding has been assigned.

Rifafour® e-275 tablets will be stored in a cool place, below 25°C as per Package Insert.!

The study pharmacist (or designee) must confirm appropriate temperature conditions have been
maintained during transit and during site storage for all study drugs received and that any
discrepancies are reported and resolved before use. Upon receipt of study drug supplies, the
study pharmacist (or designee) must immediately inspect supplies for damage. Any damage or
discrepancy from the packing list must be documented and promptly discussed with the sponsor
or CRO representative to determine the appropriate action.

6.2.4. Accountability

Only participants enrolled in the study may receive study drug and only authorized site staff may
supply or administer study drug. All study drug must be stored in a secure, environmentally
controlled, and monitored (manual or automated) area in accordance with the labeled storage
conditions with access limited to the investigator and authorized site staff.

The principal investigator is responsible for study drug accountability, reconciliation, and record
maintenance (i.e., receipt, reconciliation, and final disposition records).

Authorization for any unused study drug and supplies to be destroyed is the responsibility of the
sponsor. Unused supplies will be destroyed according to the facility’s SOPs or per local
regulations. Any disposal of study drug conducted at the clinical site must be documented in the
study file.
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Further guidance and information for the preparation, handling, storage and accountability are
provided in the study specific manual(s).

6.3. Measures to Minimize Bias: Randomization and Masking

6.3.1. Randomization
Participants will be enrolled in one of 5 cohorts in 3 sequential escalation steps as follows.

e Cohort I: TBA-7371 100 mg QD or HRZE (Rifafour® e-275) QD for 14 days.

» First escalation step (from Cohort I to Cohorts II and III). Participants will be randomized to
Cohort IT OR Cohort III.

e Cohort II: TBA-7371 100 mg BID or HRZE (Rifafour®e-275) QD for 14 days.
e Cohort III: TBA-7371 200 mg QD for or HRZE (Rifafour® e-275) QD for 14 days.

» Second escalation step (from Cohort II and Cohort III to Cohort IV)
e Cohort IV: TBA-7371 100 mg TID or HRZE (Rifafour® e-275) QD for 14 days.
» Third escalation step (from Cohort IV to Cohort V)
e Cohort V: TBA-7371 400 mg 400 QD or HRZE (Rifafour® e-275) QD for 14 days.

Across Cohorts I, IV, and V, the design is non-randomized and open label, whereas the design is
randomized with respect to Cohort II and III, which have the same total daily dose (200 mg).
Within each cohort the design is randomized, active-controlled and open label. Within each
cohort participants will be randomized unequally in a 5:1 ratio to TBA-7371 (N=15) or HRZE

(N=3).

Participants will be randomized on Day -1 or Day 1 based on a randomly-generated sequence of
participant identification (identifier) numbers (randomization schedule) using a validated
Interactive Voice/Web Response System (IVRS/IWRS). Before the study is initiated, the
telephone number and call-in directions for the IVRS and/or the log in information and
instructions for the IWRS will be provided to the study sites.

6.3.2. Masking (Blinding)

This study will be open label for study participants, study site personnel, IDMC members,
laboratory personnel involved in PK measurements and all sponsor and CRO personnel.

The study will instead be masked (blinded) for personnel involved in the conduct of all other
laboratory procedures (including those for the primary endpoint).

6.3.3. Masking Break
Not applicable in this study.

6.4. Study Intervention Compliance

All doses of study drug will be taken under direct observation of a study staff member.
Participant compliance with study intervention will be recorded on his/her eCRF.
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6.5. Concomitant Therapy
No TB drug must be taken during the Screening Phase.

No TB drug other than study drugs (TBA-7371 and HRZE fixed dose combination) must be
taken during the Study Treatment Phase (Days 1-14).

At the start of the Follow-up Phase (Day 15) participants will be switched to standard of care TB
treatment.

All treatments listed in the exclusion criteria 11 to 15 are also not allowed throughout the Study
Treatment Phase and Follow-up Phase (Days 1 through 42).

No vaccine should be administered during the trial.

Any allowed prescription medication, anti-inflammatory drug and antipyretic drug that the
participant receives from enrollment through study Day 42 must be recorded along with reason
for use, dates of administration including start and end dates and dosage information including
dose and frequency.

The medical monitor may be contacted if there are any questions regarding concomitant or prior
therapy.

6.6. Dose Modification

No dose modification of study drug is allowed.

6.7. Intervention after the End of the Study

There is no intervention planned after the end of the study.
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7. Discontinuation of Study Drug and Participant Discontinuation/
Withdrawal
7.1. Pausing and Resumption of Study Drug and Recruitment

If any one of the conditions listed below apply, an investigator and/or the sponsor will pause
enrollment and study drug administration. If an investigator observes that a pausing rule is met,
he/she will inform the sponsor as soon as possible and within 24 hours of the event. The sponsor
will notify all investigators and IDMC of the pause in enrollment as soon as possible and within
24 hours of the event. The IDMC will then review all relevant safety data in an ad hoc meeting
and recommend to the sponsor how to proceed. If the IDMC observes that a pausing rule is met,
the IDMC will inform the sponsor ASAP and within 24 hours of the observation. The IDMC
charter describes these processes in more detail.

If any of the below conditions are met, enrollment and administration of study drug will be
paused:

¢ anaphylaxis with or without bronchospasm within 4 hours of study drug intake, indicative of
an immediate hypersensitivity reaction;

» 3 or more of participants in the same or different cohorts experience adverse events with Grade
3 or higher intensity, considered related to study drug and similar to one another, as assessed
by the investigator and/or the IDMC and/or the sponsor;

o an AE pattern of concern, as assessed by the investigator and/or the IDMC and/or the sponsor;

The decision to pause the study will be recorded in a memorandum to the study file and will
trigger IDMC review.

IDMC recommendations will be recorded in a memorandum to the study file.

The IDMC may recommend resumption of study drug administration and enrollment with or
without changes to the protocol.

The final decision to resume study activities or amend the protocol will be made by the sponsor.

The clinical site will be allowed to resume activities upon receipt of written notification from the
sponsor.

Upon resumption of study drug administration, participants who will have missed up to 1
treatment day will continue in the study; participants who will have missed more than 1
treatment day will be withdrawn from the study and possibly replaced if the enrollment pause
results in more than 2 early withdrawals (drop-outs) in a cohort.

7.2. Participant Discontinuation/Withdrawal from the Study

A participant will discontinue study treatment and end in-clinic hospitalization if the participant
tests positive for COVID-19/SARS-CoV-2 anytime during the study treatment period, and will
be referred for on-going TB treatment per national guidelines and for further evaluation for
COVID-19. If the participant allows and the PI agrees, telephone follow-up may be completed
in place of onsite visits on Day 28 and Day 42.
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A participant may withdraw from the study at any time or may be withdrawn at any time at the
discretion of the investigator for safety, behavioral, compliance, or administrative reasons. This
is expected to be uncommon. The participant will be permanently discontinued both from the
study intervention and from the study at that time.

See Section 10.1.5 (Appendix 1) regarding the participants’ right to withdraw.

Participants who withdraw before Day 14 will be asked to complete the Early Withdrawal Visit
assessments within 2 days of withdrawal (see Section 8.3.8).

Participants who complete the Study Treatment Phase, but do not return for the Day 28 visit will
be asked to return for the Day 42 visit.

If a participant withdraws from the study, he/she may request destruction of any samples taken
and not tested, and the investigator must document this in the site study records and the eCRF.

7.3. Lost to Follow-up

A participant will be considered lost to follow-up if he/she permanently leaves the hospital or
refuses study procedures during the Study Treatment Phase or fails to return to the Day 28 and/or
42 visits during the Follow-up Phase.

In such cases the site must attempt to contact the participant and urge him/her

e to return to the hospital and resume study procedures if no or 1 treatment day have been missed,
OR

e undergo the Early Withdrawal Visit, OR
e reschedule missed Day 28 or Day 42 visit as soon as possible.

Before a participant is deemed lost to follow up, the investigator or designee must make at least 3
attempts to regain contact with the participant (where possible, telephone calls and, if necessary,
a home visit by a member of the study team). These contact attempts should be documented in
the participant’s medical record.
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8. Study Assessments and Procedures

Study procedures and their timing are summarized in the SoA (Section 1.3, Table 3 and Table 4).
Protocol waivers or exemptions are not allowed.

A + 15-minute time window is allowed for all measurements.

8.1. Screening Assessments and Procedures

Prior to any study procedure, all eligible participants will be assigned a unique participant
identifier. This participant identifier will be used throughout the study for participant
identification.

Screening procedures will be conducted during the 7-day screening period. Screening
assessments can be done at any time during this period, except for the written informed consent,
which must be given before any screening is started, the overnight sputum collection for
eligibility assessment and the screening sample for COVID-19/SARS-CoV-2, which must be
completed on or before Day -3, and the overnight sputum collection for EBA assessment, which
much be done consecutively on Day -2 and Day -1. Participants may be hospitalized for the
entire screening period at the investigator’s discretion, but must be hospitalized starting on

Day -3. Eligibility for randomization will be based on the inclusion and exclusion criteria
described in Sections 5.1 and 5.2.

Eligibility criteria will be checked during the Screening Phase and prior to study drug
administration to ensure that each randomized participant meets all the inclusion criteria and
none of the exclusion criteria. The investigator will also maintain a screening log to record
details of all participants screened, to confirm eligibility or record reasons for screening failure,
as applicable.

To evaluate eligibility criteria, the following assessments / procedures will be conducted:

e Demography and medical and treatment history

e Physical examination (PE)

e Chest x-rays

e COVID-19/SARS-CoV-2 test

e Serum HIV test and blood CD4 count

e Serum pregnancy test in female participants

e Laboratory safety tests (haematology, chemistry, coagulation, urinalysis)
e Urine isoniazid and drug screening

e Overnight sputum for eligibility assessment (sputum volume, acid-fast bacilli, Mtb
positivity and rifampicin sensitivity). Sputum assessment, including volume, will be
performed by a Sponsor-approved central laboratory (see laboratory study instruction
document).

e Vital signs and weight
e ECG
e Eye assessment (visual acuity, color vision, eye symptoms)
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Details on the assessments and procedures unique to the Screening Phase are provided in this
section. Details on the assessments and procedures common to the Screening and Treatment
Phase and/or Follow-up Phase are provided in the sections to follow.

8.1.1. Demography and Medical and Treatment History

Information on demographic characteristics (age, sex, place of birth, occupation, number of
children) will be obtained and a medical and treatment history will be conducted during the
Screening Phase to assess eligibility. All conditions that exist prior to the Screening Phase will
be recorded in the medical history section of the ICF. Any clinically relevant new condition or
fluctuation of existing condition observed during the Screening Phase will be recorded as AE.
Day to day fluctuations in these conditions that do not represent a clinically relevant change in
the participant’s status should not be reported as AE (see Section 0).

8.1.2. Chest X-Rays

Good quality Posterior-Anterior (PA) chest X-rays will be accepted to assess eligibility if
conducted within 1 week prior to the start of the screening period. If not available, PA chest
X-rays will be conducted during the Screening Phase.

Chest X-rays consistent with TB in the investigator’s opinion is one of the conditions that must
be met for the diagnosis of untreated rifampicin-sensitive pulmonary TB (Inclusion Criteria,
Section 5.1).

8.1.3. COVID-19/SARS-CoV-2

In accordance with the SAHPRA Policy on Conduct of Clinical Trials of Health Products during
the Current COVID-19 Pandemic, issued 25 March 2020, this protocol amendment reflects the
new and modified processes that were implemented in response to COVID-19. This amendment
accommodates for changes related to the pandemic that are needed to minimize risk of
transmission of SARS-CoV-2 among participants and staff and builds on strong infection control
site practices, which are already in place, to reduce risk of TB transmission as an airborne
infectious disease.

PCR-based COVID-19/SARS-CoV-2 testing will be conducted by the site and a negative result
must be confirmed prior to randomization. In case of a positive COVID-19/SARS-CoV-2 test
during the screening period, the participant will be excluded per the Exclusion Criterion in
Section 5.2.

8.1.4. HIV Test and CD4 Count

HIV test with CD4 cell count will be conducted during the Screening Phase to assess eligibility.
Details on blood/serum collection procedures, and on the laboratory are provided in the study
specific manual(s). In case of positive HIV test, the participant will be excluded per the
Exclusion Criteria, Section 5.2.

8.1.5. Urine Isoniazid Screening

Participants are eligible for this study if they have received no TB treatment for at least 3 months
prior to Day 1 (Exclusion Criteria, Section 5.2). Urine isoniazid screening will be conducted
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during the Screening Phase to support no recent TB therapy. Details on urine collection
procedure, and on the laboratory are provided in the study specific manual(s).

8.1.6. Urine Drug Screening

Urine screening for cocaine, amphetamines, opiates and methamphetamines will be conducted
during the Screening Phase to assess eligibility (Exclusion Criteria, Section 5.2). The same urine
sample will also be screened for cannabinoids and results documented; however, a positive test
for cannabinoids is not an exclusion criterion. Details on urine collection procedure and on the
laboratory are provided in the study specific manual(s).

8.1.7. Overnight Sputum for Eligibility Assessment

Overnight sputum (collected from 3 PM to 7 AM of the following morning) will be collected
between Day —7 and Day -3 and analyzed to assess eligibility through the sputum volume
measurement, acid-fast bacilli detection and molecular tests for Mtb positivity and rifampicin
sensitivity. If inclusion criteria cannot be met from the 1% overnight sputum collection, a second
overnight sputum sample may be collected during Day -7 to Day -3 and one or more of the above
procedures can be repeated. The patient must be domiciled at the site for the overnight sputum
collection and sputum samples will be analyzed by a Sponsor-approved central laboratory.

8.1.7.1.  Overnight Sputum Volume

Participants must be able to produce at least 10 mL of sputum during the overnight collection
(Inclusion Criterion, Section 5.1). If this volume is not reached on the sample(s) taken between
Day -7 and Day -3, the participant will be excluded. All volume assessments will be performed
by a Sponsor-approved central laboratory (see laboratory study instruction document).

8.1.7.2. Acid-fast bacilli detection

Acid-fast bacilli will be sought by concentrated smear microscopy on a sputum sample obtained
from the overnight collection performed between Day -7 and Day -3. In case of suboptimal 1st
overnight sputum collection, the microscopy can be conducted on a 2nd overnight sputum
collected between Day -7 and Day -3.

Details on the acid-fast bacilli detection methods and on the laboratory are provided in the Study
Laboratory Manual.

Sputum smear positivity for acid-fast bacilli is defined as at least 1+ on the [UATLD/WHO
scale. Sputum positivity for acid-fast bacilli is one of the conditions that must be met for the
diagnosis of untreated rifampicin-sensitive pulmonary TB (Exclusion Criteria, Section 5.2).

8.1.7.3. Molecular tests for Mtb positivity and rifampicin sensitivity

A commercial molecular test to assess Mtb positivity and rifampicin sensitivity, GeneXpert®
diagnostic system (Cepheid), will be carried out on a sputum sample obtained from the overnight
collection taken between Day -7 and Day -3. In case of inconclusive results from the 1st
overnight sputum sample, the GeneXpert® can be conducted on a 2nd overnight sputum collected
between Day -7 and Day -3.
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Mtb positivity and rifampicin sensitivity are among the conditions that must be met for the
diagnosis of untreated rifampicin-sensitive pulmonary TB (Exclusion Criteria, Section 5.2).

Details on procedures for GeneXpert® test are provided in the Study Laboratory Manual.

8.2. Bactericidal Activity Assessment

8.2.1. Overnight Sputum for EBA assessment and Exploratory Measurements
Overnight sputum will be collected from 3 PM to 7 AM of the following morning.

The overnight sputum samples collected on Day -2 and Day -1 of the Screening Phase will be
used to determine baseline EBA. Subsequent overnight sputum samples will be collected every
day/night (Day 1 to Day 14) to assess changes in bacterial burden during the Study Treatment
Phase.

Early bactericidal activity will be assessed on each sputum sample by 3 different methods:

1) CFU on solid media culture (primary), 2) time to sputum culture positivity (TTP) in MGIT
culture, 3) LAM assay. Confirmation of Mtb will be performed on solid media and MGIT
cultures as necessary using available commercial methods.

A commercial molecular test to assess isoniazid and rifampicin sensitivity, GenoType
MTBDRplus (HAIN Lifesciences), will be utilized on positive MTB cultures from Day -2 (or, if
Day -2 unavailable, Day -1) and Day 14 to assess the drug susceptibilities at each visit. In
addition, MICs of TBA-7371 will be batch tested on positive MTB cultures from Day -2 (or, if
Day -2 unavailable, Day -1) and Day 14.

Extra samples from overnight sputum collections, as well as MTB isolates from cultures, will be
stored for potential assessment of exploratory endpoints (see Section 8.10).

Details on sputum collection, handling and testing procedures, and on the laboratory are
provided in the laboratory study instruction document.

8.2.2 Samples for exploratory endpoints

Daily urine samples will be collected and stored for exploratory biomarker development that
may include establishing the kinetics of LAM reduction following treatment.

Daily spot sputum samples will be collected into RNA preservation media (e.g., GTC-TCEP)
and stored for measurements of transcriptomic-based biomarkers, which may include
mycobacterial as well as host transcription markers. The participant should spontaneously
produce (i.e., not induced) a spot sputum specimen for collection into RNA preservation media at
each specified visit. If the specimen cannot be collected due to participant inability to produce
sputum, or due to operational limitations with RNA media collection kits, it is not considered a
protocol deviation and participants remain eligible for trial participation.

Serum samples will be stored for potential assessment of the alteration of mycobacterial and host
proteins following treatment.

Additional exploratory biomarkers may be evaluated. Details of exploratory objectives will be
included in separate operational and/or analysis plans. Results of exploratory objectives may be
reported separately from the main clinical study report.
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8.3. Safety Assessments

Immediate safety concerns should be discussed with the sponsor and/or CRO immediately upon
occurrence or awareness.

d. Adherence to the requirements of the study protocol, including those specified in the SoA

(Section 1.3, Table 3 and Screening (Days -7 to -1). Screening procedures will be conducted during the
up to 7-Day screening period. Screening assessments can be done at any time during this period, except for
the written informed consent, which must be given before any screening is started, the overnight sputum
collection for eligibility assessment, which must be completed on or before Day -3, and the overnight
sputum collection for EBA, which must be done consecutively on Day -2 and Day -1. Subjects may be
hospitalized for the entire screening period at the investigator’s discretion, but must be hospitalized starting
on Day -3.

e. Follow-up (Days 15 to 42). Allowed window for Day 28 and Day 42 visits: +/- 3 Days.

f. Early Withdrawal Visit (EWYV) or Unscheduled Visit. Participants who withdraw before Day 14 will be
asked to complete the EWV assessments within 2 Days of withdrawal. Participants who complete the Study
Treatment Phase, but do not return for the Day 28 visit will be asked to return for the Day 42 visit. If access
to sites is limited due to the local status of COVID-19 pandemic, the Day 28 and Day 42 visits could
potentially be conducted by telephone. Procedures and assessments conducted during an unscheduled visit
will be at the discretion of the investigator in consultation with the medical monitor.

18.Written informed consent will be given before any screening procedure is started.

19.Hospital admission and discharge. Study participants will be hospitalized by Day -3 of the Screening
Phase and will remain in hospital until the Day after the last dose of study drug is dispensed (Day 15).
Discharge from hospital will occur on Day 15 after all procedures planned for that Day are completed.
Upon discharge, participants will be referred to the national TB treatment program for standard of care
(SoC) treatment.

20.Physical examination (PE). Full PE will be conducted during the Screening Phase; focused PE (guided by
medical history) will be conducted on Days 7, 15, 28, 42. Focused PE will be conducted at EWV if the
participant discontinues between Day 1 and Day 14. Focused PE may be conducted during an
unscheduled visit at the discretion of the investigator.

21.Chest X-rays. Good quality Posterior-Anterior chest X-rays will be accepted if conducted within 1 week
prior to Day -7. If not available, chest X-rays will be conducted during the Screening Phase.

22.Blood/serum sample collection for clinical safety laboratory assessment. The Day 3 and 7 sampling will
occur before the 1% dose of study drug.

23.Urine sample collection drug screening: cannabinoids, cocaine, amphetamines, opiates,
methamphetamines.

24.0vernight sputum collection for eligibility assessment. Sputum assessment, including volume, will be
performed by a Sponsor-approved central laboratory (see laboratory study instruction document). The 15 of
the 3 overnight sputum collections (Day -7 to Day -3) conducted during the Screening Period will be used
to assess eligibility as follows: sputum volume (must be at least 10 mL), acid-fast bacilli detection,
Mycobacterium tuberculosis (Mtb) positivity and rifampicin sensitivity via the GeneXpert® diagnostic
system (Cepheid). In case inclusion criteria cannot be met from the 1%t overnight sputum collection, one or
more of the above procedures can be conducted on a 2" overnight sputum collected during the Day -7 to -3
screening period if the patient is domiciled at the site for both.

25.Vital sign and body weight recording. The following 5 vital signs will be recorded: axillary body
temperature (BT), respiratory rate (RR), heart rate (HR), systolic blood pressure, (SBP), diastolic blood
pressure (DBP). Body weight (BW) will also be recorded with vital signs. Vital signs and body weight will
be recorded as follows:
e Screening Phase: vital signs and BW once in the morning at approximately the same time the 1% daily

dose study drug will be administered. SBP, DBP and HR can be repeated twice if exclusion criteria are
met.
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o Study Treatment Phase: vital signs and BW once every morning (Days 1 to 14) before administration of
the 1% daily dose of study drug; in addition, on Days 1, 4, 7, 10 and 14 vital signs will also collected 2.5h,
10.5h and 16.5h after the time of 1%t daily dose of study drug (see Table 4).

¢ Follow-up Phase: vital signs and BW on Day 15 in the morning before 1% daily dose of SoC medication;
on Days 28 and 42 during the visit.

e EWV: vital signs and BW if the participant withdraws from the study between Day 1 and 14.

At each time point BT, RR and BW will be measured once, whereas HR, SBP and DBP will be measured
twice as follows: after 10 min supine (“manual, supine”) and after 2 (£0.5) min standing (“manual, 2-min
standing”). When ECG, vital signs and/or blood/serum samples are to be obtained at the same time point,
the following order must be followed: ECG, vital signs, blood/serum sample, within 5 min of each other.

26.ECG recording. 12-lead ECG will be recorded once at each time point after at least 10 minutes of supine
rest as follows:
e Screening Phase: once in the morning at approximately the same time the 15 daily dose study drug will
be administered.
e Study Treatment Phase: on Days 1, 4, 7, 10 and 14 before administration of the 1%t daily dose of study
drug and 2.5h, 10.5h and 16.5h thereafter (see Table 4).
e Follow-up Phase: on Day 15 in the morning before 1% daily dose of standard of care medication; on Days
28 and 42 during the visit.
e EWV: if the participant withdraws from the study between Day 1 and 14.
27.Eye assessment. A trained staff member will assess: 1) eye symptoms using a standardized script (Section
10.5, Appendix 5), ii) visual acuity by means of the Rosenbaum Pocket Eye Screener, iii) color vision by
means of the Waggoner Computerized Color Vision Test and as follows:
e Screening Phase: once in the AM.
e Study Treatment Phase: Days 1, 4, 7, 10, and 14, 2.5h after 1% daily dose of study drug (see Table 4).
e Follow-up Phase: Days 15, 28 and 42 during the visit.
o EWV: if the participant withdraws from the study between Days 1 and 14.

28. Study drug (IMP) administration. Study drug (TBA-7371 or HRZE) will be administered from Day 1 to
Day 14 based on the randomization list by an authorized and trained site staff member. The 15 dose of
study drug will be administered at the same time each Day for the individual participant. Subsequent doses
will be administered as follows (see Table 4):

e Twice daily (BID) schedules: 12h after 1st dose

e Three times (TID) daily schedule: 7h and 14h after 1st dose

Fasting must occur at least 2 hours before dosing and at least 1 hour after dosing. Study drug administration
will be followed by 200 mL water.

29. Overnight sputum collection for EBA assessment and exploratory measurements. Overnight sputum
will be collected from 3 PM to 7 AM of the following Day (16 hours) on Days -2 and -1 during Screening
Phase and on 14 consecutive Days during the Study Treatment Phase (Days 1 to 14) for EBA assessment.
The last collection will finish at 7 AM of Day 15. Drug susceptibility testing for isoniazid and rifampicin,
and minimum inhibitory concentrations (MIC) of TBA-7371 will be performed on either of Day -2 or Day -
1, and again on Day 14. Aliquots from each sample, as well as MTB isolates from cultures, will be stored
and may be used for exploratory measurements.

30. Spot sputum collection for exploratory measurements. The participant should spontaneously produce
(i.e., not induced) a spot sputum specimen for collection into RNA preservation media. If specimen cannot
be collected due to participant inability to produce sputum, or due to operational limitations with RNA
media collection Kkits, it is not considered a protocol deviation.

31. Recording of AE, SAE (including serious ADR) and AESI; recording of concomitant treatments.
Adverse events (AE), serious adverse events (SAE), including serious adverse drug reactions (ADR),
adverse events of special interest (AESI) and concomitant treatments will be recorded from the time each
participant has signed the informed consent form (ICF) until he/she has completed the last follow- up visit
(Day 42) or the Early Withdrawal Visit (EWV).

32. Blood/serum sample collection for PK measurements. WILL BE CONDUCTED ONLY IN
PARTICIPANTS RANDOMIZED TO TBA-7371. Timing of sampling will be as follows:
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e Study Treatment Phase: Days 1, 2, 4, 7 and 14 before administration of the 1% daily dose of study drug; in
addition, on Days 1, 7 and 14 samples will also collected 30 min (+/- 5 min) and at 1h, 2.5h, 3h, 4h, 6h,
7h, 10.5h, 12h, 16.5h (+/- 15 min) after 1% daily dose of study drug. (see Table 4). Patients assigned to
BID dosing will not have collections at 16.5h, and the 12h sample will be taken prior to the second daily
dose. Patients assigned to TID dosing will not have collections at 10.5h, 12h and 16.5h, and the 7h
sample will be taken prior to the second daily dose.

When timing coincides, samples must always be taken after recording of ECG and vital signs.
33. Blood/serum/plasma sample collection for exploratory measurements. Timing of sampling will be as
follows:

e Study Treatment Phase: Day 1 and 7 before administration of the 1st daily dose of study drug (see Table
4).

e Follow-up Phase: Day 15 in the morning at approximately the same time study drug was administered.

34. Coronavirus Disease (COVID-19) / Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-

2 Testing). COVID-19 testing will be conducted via PCR using a test product authorized by SAHPRA at an

accredited public or private sector laboratory. A specimen will be collected during the screening period

between Day-7 to Day -3, and a negative result must be confirmed prior to randomization. For safety
monitoring purposes, testing will also be performed at Day 7 (+2 Days), on Day 14 OR Day 15 before
discharge, and/or at any other time that infection is suspected.
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Table 4) is essential and required for study conduct.

Safety outcomes will include AE and SAE described in Section 8.4 and
Section 10.2 (Appendix 2).

8.3.1. Physical Examination
A full PE, including height, will be conducted during the Screening Phase to assess eligibility.

A focused PE will be performed as directed by medical history on Days 7, 15, 28 and 42. If early
withdrawal occurs between Day 1 and Day 14, a focused PE should be conducted at the Early
Withdrawal Visit. A focused PE may be conducted during an unscheduled visit at the discretion
of the investigator.

8.3.2. COVID-19/SARS-CoV-2

PCR-based COVID-19/SARS-CoV-2 testing will be conducted at Day 7 (+2 Days), on Day 14
OR Day 15 before discharge, and/or at any other time that infection is suspected. In case of
positive COVID-19/SARS-CoV-2 test during the study treatment period, the participant will
discontinue study treatment, will end in clinic hospitalization, and will be referred for on-going
TB treatment per national guidelines and for further evaluation for COVID-19. In case of a
positive COVID-19/SARS-CoV-2 test on Day 14 or Day 15 at the end of the study treatment
period, participants will be referred for on-going TB treatment per national guidelines and for
further evaluation for COVID-19.

8.3.3. Pregnancy Status Assessment

A serum beta human chorionic gonadotropin (BHCG) test will be performed during the
Screening Phase to assess eligibility, on Day 15, (the day after the last dose of study drug) and on
Day 42 (end of the Follow-up Phase). The test will also be conducted during the Early
Withdrawal Visit if the participant withdraws from the study between Day 1 and 14.

Details on serum collection procedures and on the laboratory are provided in the study specific
manual(s).

If a pregnancy is reported during the study, the investigator should inform the local medical
monitor within 24 hours of learning of the pregnancy and should follow the procedures outlined
in Section 10.3 (Appendix 3).

If a participant becomes pregnant during the study, she will be withdrawn from study drug and
from all study procedures going forward. If the pregnancy is discovered during the Treatment
Phase, the participant will undergo the Early Withdrawal Visit and thereafter be discharged from
the hospital. However, she will be encouraged to undergo the Day 28 and Day 42 visits.

Investigators must make an effort to collect outcomes of pregnancies discovered during the study
and communicate them to the sponsor and/or CRO.
8.34. Clinical Safety Laboratory Assessments

Clinical safety laboratory assessments will be performed during the Screening Phase to assess
eligibility, during the Treatment Phase on Day 3 and 7, and during the Follow-up Phase on Days
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15 and 42. If early withdrawal occurs between Day 1 and Day 14, clinical safety laboratory
assessments should be conducted at the Early Withdrawal Visit.

Clinical safety laboratory parameters include:

e haematology: complete blood count (red blood cells, haemoglobin, platelets and white blood
cells) and differential (absolute counts) including neutrophils, lymphocytes, monocytes,
eosinophils and basophils;

e serum chemistry: Alanine aminotransferase (ALT), Aspartate aminotransferase (AST), ALP,
total bilirubin, creatinine, blood urea nitrogen (BUN), sodium, and potassium;

e serum coagulation: PT, PTT, INR

e urinalysis: specific gravity, pH, glucose, protein, blood, ketones, bilirubin, urobilinogen,
nitrite, leukocyte esterase.

Details on blood/serum and urine collection procedures and on the laboratory are provided in the
study specific manual(s).

Refer to DAIDS Table in Section 10.4 (Appendix 4), pages 25-31, for intensity (severity)
grading of common laboratory tests.

Certain clinical safety laboratory values from the samples collected during the Screening Phase,
1.e. before randomization, that are outside the normal range with intensity (severity) Grade 2 or
above, will lead to exclusion from study enrollment, as described in Section 5.2. Grade 1
abnormalities or other Grade 2 and higher abnormalities will not lead to exclusion, unless the
investigator considers them clinically significant.

Abnormal results and findings that make the participant ineligible will be discussed with the
participant and the participant will be referred for follow-up care with their healthcare provider if
necessary.

For laboratory values from the samples collected after randomization, the investigator will record
any clinically significant change in the AE section of the CRF [see Section 10.2.1 (Appendix 2)].
DAIDS intensity (severity) grading of common laboratory tests reported in Section 10.4
(Appendix 4), DAIDS Table, pages 25-31) will help the investigator in deciding whether or not a
given laboratory finding is clinically significant and therefore qualifies as an AE. However, the
investigator is not obliged to follow these criteria and his/her medical judgement should prevail.

Abnormal laboratory findings are associated with an underlying disease are not clinically
significant, unless judged by the investigator to be more severe than expected for the participant's
condition [see Section 10.2.1 (Appendix 2)].

The laboratory reports must be filed with the source documents.

Additional tests may be performed at any time during the study as determined necessary by the
investigator or required by local regulations.

If laboratory values from non-protocol specified clinical safety laboratory assessments require a
change in participant management or are considered clinically significant by the investigator
(e.g., AE or SAE), then the results must be recorded in the eCRF.
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8.3.5. Vital signs and body weight

The following 5 vital signs will be measured: axillary BT, respiratory rate (RR), HR, SBP, DBP.
Body weight (BW) will also be measured with vital signs

¢g. Vital sign and body weight recording will occur as follows (see Section 1.3, Table 3 and
Screening (Days -7 to -1). Screening procedures will be conducted during the up to 7-Day screening
period. Screening assessments can be done at any time during this period, except for the written informed
consent, which must be given before any screening is started, the overnight sputum collection for eligibility
assessment, which must be completed on or before Day -3, and the overnight sputum collection for EBA,
which must be done consecutively on Day -2 and Day -1. Subjects may be hospitalized for the entire
screening period at the investigator’s discretion, but must be hospitalized starting on Day -3.

h. Follow-up (Days 15 to 42). Allowed window for Day 28 and Day 42 visits: +/- 3 Days.

i. Early Withdrawal Visit (EWYV) or Unscheduled Visit. Participants who withdraw before Day 14 will be
asked to complete the EWV assessments within 2 Days of withdrawal. Participants who complete the Study
Treatment Phase, but do not return for the Day 28 visit will be asked to return for the Day 42 visit. If access
to sites is limited due to the local status of COVID-19 pandemic, the Day 28 and Day 42 visits could
potentially be conducted by telephone. Procedures and assessments conducted during an unscheduled visit
will be at the discretion of the investigator in consultation with the medical monitor.

35.Written informed consent will be given before any screening procedure is started.
36.Hospital admission and discharge. Study participants will be hospitalized by Day -3 of the Screening

Phase and will remain in hospital until the Day after the last dose of study drug is dispensed (Day 15).

Discharge from hospital will occur on Day 15 after all procedures planned for that Day are completed.

Upon discharge, participants will be referred to the national TB treatment program for standard of care

(SoC) treatment.

37.Physical examination (PE). Full PE will be conducted during the Screening Phase; focused PE (guided by
medical history) will be conducted on Days 7, 15, 28, 42. Focused PE will be conducted at EWV if the
participant discontinues between Day 1 and Day 14. Focused PE may be conducted during an
unscheduled visit at the discretion of the investigator.

38.Chest X-rays. Good quality Posterior-Anterior chest X-rays will be accepted if conducted within 1 week
prior to Day -7. If not available, chest X-rays will be conducted during the Screening Phase.

39.Blood/serum sample collection for clinical safety laboratory assessment. The Day 3 and 7 sampling will
occur before the 1% dose of study drug.

40.Urine sample collection drug screening: cannabinoids, cocaine, amphetamines, opiates,
methamphetamines.

41.0vernight sputum collection for eligibility assessment. Sputum assessment, including volume, will be
performed by a Sponsor-approved central laboratory (see laboratory study instruction document). The 15 of
the 3 overnight sputum collections (Day -7 to Day -3) conducted during the Screening Period will be used
to assess eligibility as follows: sputum volume (must be at least 10 mL), acid-fast bacilli detection,

Mycobacterium tuberculosis (Mtb) positivity and rifampicin sensitivity via the GeneXpert® diagnostic

system (Cepheid). In case inclusion criteria cannot be met from the 1%t overnight sputum collection, one or

more of the above procedures can be conducted on a 2" overnight sputum collected during the Day -7 to -3

screening period if the patient is domiciled at the site for both.

42.Vital sign and body weight recording. The following 5 vital signs will be recorded: axillary body
temperature (BT), respiratory rate (RR), heart rate (HR), systolic blood pressure, (SBP), diastolic blood
pressure (DBP). Body weight (BW) will also be recorded with vital signs. Vital signs and body weight will
be recorded as follows:

e Screening Phase: vital signs and BW once in the morning at approximately the same time the 1% daily
dose study drug will be administered. SBP, DBP and HR can be repeated twice if exclusion criteria are
met.

o Study Treatment Phase: vital signs and BW once every morning (Days 1 to 14) before administration of
the 1% daily dose of study drug; in addition, on Days 1, 4, 7, 10 and 14 vital signs will also collected 2.5h,
10.5h and 16.5h after the time of 1% daily dose of study drug (see Table 4).
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¢ Follow-up Phase: vital signs and BW on Day 15 in the morning before 1% daily dose of SoC medication;
on Days 28 and 42 during the visit.

e EWV: vital signs and BW if the participant withdraws from the study between Day 1 and 14.

At each time point BT, RR and BW will be measured once, whereas HR, SBP and DBP will be measured

twice as follows: after 10 min supine (“manual, supine”) and after 2 (£0.5) min standing (“manual, 2-min

standing”). When ECG, vital signs and/or blood/serum samples are to be obtained at the same time point,

the following order must be followed: ECG, vital signs, blood/serum sample, within 5 min of each other.

43.ECG recording. 12-lead ECG will be recorded once at each time point after at least 10 minutes of supine

rest as follows:

e Screening Phase: once in the morning at approximately the same time the 15 daily dose study drug will
be administered.

¢ Study Treatment Phase: on Days 1, 4, 7, 10 and 14 before administration of the 1%t daily dose of study
drug and 2.5h, 10.5h and 16.5h thereafter (see Table 4).

e Follow-up Phase: on Day 15 in the morning before 1% daily dose of standard of care medication; on Days
28 and 42 during the visit.

e EWV: if the participant withdraws from the study between Day 1 and 14.

44 Eye assessment. A trained staff member will assess: 1) eye symptoms using a standardized script (Section
10.5, Appendix 5), ii) visual acuity by means of the Rosenbaum Pocket Eye Screener, iii) color vision by
means of the Waggoner Computerized Color Vision Test and as follows:

e Screening Phase: once in the AM.

e Study Treatment Phase: Days 1, 4, 7, 10, and 14, 2.5h after 1%t daily dose of study drug (see Table 4).
e Follow-up Phase: Days 15, 28 and 42 during the visit.

o EWV: if the participant withdraws from the study between Days 1 and 14.

45. Study drug (IMP) administration. Study drug (TBA-7371 or HRZE) will be administered from Day 1 to
Day 14 based on the randomization list by an authorized and trained site staff member. The 15 dose of
study drug will be administered at the same time each Day for the individual participant. Subsequent doses
will be administered as follows (see Table 4):

e Twice daily (BID) schedules: 12h after 1st dose

e Three times (TID) daily schedule: 7h and 14h after 1st dose

Fasting must occur at least 2 hours before dosing and at least 1 hour after dosing. Study drug administration
will be followed by 200 mL water.

46. Overnight sputum collection for EBA assessment and exploratory measurements. Overnight sputum
will be collected from 3 PM to 7 AM of the following Day (16 hours) on Days -2 and -1 during Screening
Phase and on 14 consecutive Days during the Study Treatment Phase (Days 1 to 14) for EBA assessment.
The last collection will finish at 7 AM of Day 15. Drug susceptibility testing for isoniazid and rifampicin,
and minimum inhibitory concentrations (MIC) of TBA-7371 will be performed on either of Day -2 or Day -

1, and again on Day 14. |

47

48. Recording of AE, SAE (including serious ADR) and AESI; recording of concomitant treatments.
Adverse events (AE), serious adverse events (SAE), including serious adverse drug reactions (ADR),
adverse events of special interest (AESI) and concomitant treatments will be recorded from the time each
participant has signed the informed consent form (ICF) until he/she has completed the last follow- up visit
(Day 42) or the Early Withdrawal Visit (EWV).

49. Blood/serum sample collection for PK measurements. WILL BE CONDUCTED ONLY IN
PARTICIPANTS RANDOMIZED TO TBA-7371. Timing of sampling will be as follows:

o Study Treatment Phase: Days 1, 2, 4, 7 and 14 before administration of the 1% daily dose of study drug; in
addition, on Days 1, 7 and 14 samples will also collected 30 min (+/- 5 min) and at 1h, 2.5h, 3h, 4h, 6h,
7h, 10.5h, 12h, 16.5h (+/- 15 min) after 1% daily dose of study drug. (see Table 4). Patients assigned to
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BID dosing will not have collections at 16.5h, and the 12h sample will be taken prior to the second daily
dose. Patients assigned to TID dosing will not have collections at 10.5h, 12h and 16.5h, and the 7h
sample will be taken prior to the second daily dose.

When timing coincides, samples must always be taken after recording of ECG and vital signs.

50.

51. Coronavirus Disease (COVID-19) / Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-
2 Testing). COVID-19 testing will be conducted via PCR using a test product authorized by SAHPRA at an
accredited public or private sector laboratory. A specimen will be collected during the screening period
between Day-7 to Day -3, and a negative result must be confirmed prior to randomization. For safety
monitoring purposes, testing will also be performed at Day 7 (+2 Days), on Day 14 OR Day 15 before
discharge, and/or at any other time that infection is suspected.
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Table 4).

Screening Phase

Vital signs and body weight 1 to 3 times (see below) in the morning at approximately the same
time the 1% daily dose study drug will be administered.

SBP, DBP and HR assessed as vital sign (i.e. not from ECG) will be used to assess eligibility
(Exclusion Criteria, Section 5.2). An out-of-range value may be repeated twice with at least 5
minutes intervening

Study Treatment Phase

Vital signs and body weight every morning (Days 1 to 14) before administration of the 1% daily
dose of study drug.

In addition, on Days 1, 4, 7, 10 and 14 vital signs will also be collected 2.5h, 10.5h and 16.5h
after the time of 1% daily dose of study drug (see Table 5).

Follow-up Phase

Vital signs and body weight on Day 15 in the morning before 1% daily dose of standard of care
medication

Vital signs and body weight on Days 28 and 42 during the visit.
Early Withdrawal Visit

Vital signs and body weight if the participant withdraws from the study between Day 1 and 14.

At each assigned time point, BT, RR and BW will be measured once, whereas HR, SBP and
DBP will be measured twice as follows:

e after at least 10 minutes in supine position (“manual, supine”)
e after 2 minutes in standing position (“manual, 2-min standing”)

If the rhythm is regular, manual measurement or automated blood pressure equipment may be
used for HR and SBP/DBP determination. Pulse oximeter HR data should not be used. If the
rhythm is irregular, the measurements should be done manually.

When ECG, vital signs and/or blood/serum samples are to be obtained at the same time point,
ECG will be recorded first after 10 minutes of supine rest, followed by the vital signs and then
the blood draw(s) within 5 minutes of each other.

The investigator must record any clinically significant abnormalities in vital signs occurring
during the study as AE. DAIDS intensity (severity) grading of adverse events reported in Section
10.4 (Appendix 4, page 7) may help the investigator in deciding whether or not a given finding is
clinically significant and therefore qualifies as an AE. However, the investigator is not obliged to
follow these criteria and his/her medical judgement should prevail.

A HR, SBP or DBP AE emerging from both vital sign and ECG recording at the same time point
must be reported only once, with the highest intensity and seriousness grading.

Participants with vital signs-related AEs classified as > Grade 3 severity and/or serious will
contribute to the primary safety end-point (see Section 3.1, Table 1).
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Participants with > 25% increase in HR, and /or > 25 % decrease in SBP and/or > 25% decrease
in DBP from baseline (Day 0) detected through vital signs measurements will contribute to
secondary safety end-points (see Section 3.2, Table 2).

Increases in HR and decreases in SBP and/or DBP from vital signs and/or ECG qualifying as
AEs > Grade 2 and/or serious are considered adverse events of special interest based on the
outcomes of the Phase I trial TBA7371-001 [AESI, see Section 10.2.5, (Appendix 2)].

8.3.6. ECG

Centralized ECG reading will be used. Details on centralized ECG procedures are provided in
the study specific manual(s).

One ECG recording will occur at each of the following time points (see Section 1.3, Table 3 and
Table 4):

Screening Phase

Once in the morning at approximately the same time the 1% daily dose study drug will be
administered.

This tracing will be used to assess eligibility (Exclusion Criteria, Section 5.2). Study Treatment
Phase

On Days 1, 4, 7, 10 and 14 before administration of the 1% daily dose of study drug and 2.5h,
10.5h and 16.5h after the time of 1*' daily dose of study drug (see Table 4).

Follow-up Phase

On Day 15 in the morning before 1% daily dose of standard of care medication; On Days 28 and
42 during the visit.

Early Withdrawal Visit

If the participant withdraws from the study between Day 1 and 14.

When ECQG, vital signs and/or blood/serum samples are to be obtained at the same time point,
ECG will be recorded first after 10 minutes of supine rest, followed by the vital signs and then
the blood draw(s) within 5 minutes of each other.

The investigator must record any clinically significant ECG abnormality occurring during the
study as adverse events (AE). DAIDS intensity (severity) grading of cardiovascular adverse
events reported in Section 10.4 (Appendix 4, page 7) may help the investigator in deciding
whether or not a given finding is clinically significant and therefore qualifies as an AE.
However, the investigator is not obliged to follow these criteria and his/her medical judgement
should prevail. Important: a HR, SBP or DBP AE emerging from both vital signs and ECG
recorded at the same time point must be reported only once, with the highest intensity and
seriousness grading.

Participants with ECG-related AEs classified as > Grade 3 and/or serious contribute to the
primary safety end-point (see Section 3.1, Table 5).

Participants with > 25% increase in HR, and /or > 25 % decrease in SBP and/or > 25% decrease
in DBP from baseline detected through ECG recordings contribute to secondary safety end-
points (see Section 3.2, Table 6).
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PR, RR, QRS, QT, QTcF intervals from ECG contribute to secondary safety end-points (see
Section 3.2, Table 6)

Increases in HR and decreases in SBP and/or DBP from vital signs and/or ECG qualifying as
AEs > Grade 2 and/or serious are considered AESI based on the outcomes of the Phase I trial
TBA7371-001 [AESI, see Section 10.2.5 (Appendix 2)].

8.3.7. Eye Assessment

On each eye assessment day participants will undergo the following 3 eye assessment procedures
(always in this order):

1) Eye symptom assessment using the standardized script provided in Section 10.5 (Appendix 5)
i1) Visual acuity test by means of the Rosenbaum Pocket Eye Screener on each eye.
ii1) Color vision by means of the Waggoner Computerized Color Vision Test on each eye.

The visual acuity test and Waggoner Computerized Color Vision Test (updated computerized
version of the paper-based ColorDX test) will be conducted by staff members trained by an
ophthalmologist. Whenever possible the same staff member should conduct all eye assessment
procedures on an individual participant.

Details on use of the Rosenbaum Pocket Eye Screener and Waggoner Computerized Color
Vision Test are provided in the study specific manual(s).

The 3 eye assessment procedures will be conducted on each of the eye assessment days as
follows:

Screening Phase

Once in the AM.

This assessment will be used to assess eligibility (Exclusion Criteria, Section 5.2).
Study Treatment Phase

On Days 1, 4, 7, 10 and 14, 2.5 hours after the 1% daily dose of study drug (see Table 4).
Follow-up Phase

On Days 15, 28 and 42 during scheduled visit.

Early withdrawal visit

If the participant withdraws from the study between Day 1 and 14.

Regarding eye symptoms, based on the outcome of study TBA7371-001, special attention will be
paid to blurred vision, photophobia, altered color vision and increased lacrimation, but any other
eye symptom will be assessed if it occurs (see Section 10.5, Appendix 5).

Intensity (severity) grading of eye symptoms reported in Section 10.4 (Appendix 4, page 20)
may help the investigator. However, the investigator is not obliged to follow these criteria and
his/her medical judgement should prevail. The visual acuity and color vision tests will
complement the clinical assessment of eye symptoms in the assessment of AE intensity and
seriousness.
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Any eye symptom and/or abnormal visual acuity / color vision test outcome considered clinically
meaningful by the investigator must be recorded as AE.

Participants with eye symptom-related AE classified as severe (> Grade 3) and/or serious will
contribute to the primary safety end-point (see Section 3.1, Table 5).

Participants with any eye symptom will contribute to secondary safety end-points (see
Section 3.2, Table 6).

Eye symptoms >Grade 2 intensity (severity) and/or severe are considered adverse events of
special interest based on the outcome of the Phase I trial TBA7371-001 [AESI, see

Section 10.2.5 (Appendix 2)].

8.3.8. Early Withdrawal Visit

Participants who withdraw from the study before Day 14 will be asked to complete the Early
Withdrawal Visit assessments within 2 days of withdrawal. These are as follows (see Table 4):

e Focused PE (see Section 0)

e Pregnancy status assessment (see Section 8.3.3)

e Clinical Safety laboratory assessments (see Section 8.3.4)
e Vital signs and body weight (see Section 8.3.5)

e ECG (see Section 0)

e Eye assessment (see Section 8.3.7)

e AE and SAE (see Section 0)

e (Concomitant treatments (see Section 8.5).

Participants who complete the Study Treatment Phase, but do not return for the Day 28 visit will
be asked to return for the Day 42 visit.

If a participant withdraws from the study, he/she may request destruction of any samples taken
and not tested, and the investigator must document this in the site study records and the eCRF.

If a patient is withdrawn from the study due to a positive COVID-19/SARS-CoV-2 test and
maintains consent, a telephone follow-up may be documented on Day 28 and Day 42.

8.3.9. Unscheduled Visit

Procedures and assessments conducted during an unscheduled visit will be at the discretion of
the investigator in consultation with the medical monitor.

8.3.10.  Participant Follow-Up

During the Follow-Up Phase participants will be instructed to contact by phone a study team
member to report new or worsening AEs, as well as new diagnoses, and to come to the study
clinic if medical attention is needed.
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On Day 15, participants will be transferred to the local TB clinic, following completion of all
study assessments. Unscheduled assessments may be performed, following transfer, for purposes
of safety follow-up.

In exceptional circumstances as assessed by the investigator in consultation with the medical
monitor (e.g. issues related to COVID-19/SARS-CoV-2, etc.), participants may have telephone
follow up for Day 28 and Day 42.

All deviations from protocol procedures, evaluations, and/or visits will be documented.

8.4. Adverse Events and Serious Adverse Events

The definitions of AEs, SAEs, serious adverse drug reactions (Serious ADRs) and AESI can be
found in Section 10.2.1, 10.2.2, 10.2.4, and 10.2.5 (Section 10.2, Appendix 2), respectively.

Study nurses and physicians are responsible for collecting and documenting information and
events that would potentially meet the definition of an AE. However only the investigator (study
physician) is responsible for assessment, including assignment of causality seriousness and
intensity, reporting and management of all AE. The investigator is responsible for following up
AE that are serious, considered related to the study intervention or study procedures, or that
caused the participant to discontinue the study (Section 7).

8.4.1. Time Period for Collecting AE Information

AE, SAE (including Serious ADR) and AESI will be collected from the time each participant has
signed the ICF until he/she has completed the last follow-up visit (Day 42) or the EWV.

All SAE (including Serious ADR) and AESI will be reported to the sponsor or designee within
24 hours, as indicated in Section 10.2.5 (Appendix 2). The investigator will submit any updated
SAE/AESI data to the sponsor or designee within 24 hours of it being available.

The investigator is not obligated to actively seek AE or SAE after conclusion of study
participation. However, if the investigator learns of any SAE, including a death, at any time after
a participant has been discharged from the study, and he/she considers the event to be related to
the study intervention or study participation, the investigator must promptly notify the sponsor.

8.4.2. Methods of Detection of AE and SAE

The methods of detection, recording and follow-up of AE and SAE are provided in detail in
Section 10.2.5 (Appendix 2), which includes assessments of intensity (severity), causality,
expectedness and outcome of AEs and SAE.

8.4.2.1. Recording of AE and SAE

When an AE or SAE occurs, it is the responsibility of the investigator to review all
documentation (e.g. hospital progress notes, laboratory reports, and diagnostics reports) related
to the event and record all relevant information in the appropriate section of the CRF.

Care should be taken not to introduce bias when detecting AE and SAE/AESI: open-ended and
non-leading questions are the preferred method to inquire about AE occurrences.

Refer to Section 10.2.5 (Appendix 2), Follow-up of AE and SAE/AESI.
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After the initial AE/SAE/AESI report, the investigator is required to proactively follow each
participant at subsequent visits/contacts. All SAE will be followed until resolution, stabilization,
or the participant is lost to follow-up (as defined in Section 7.3).

Refer to Section 10.2.5 (Appendix 2). Assessment of Intensity (Severity) of AE and SAE/AESI.

Clinical signs and symptoms that constitute AE/SAE/AESI will be classified by the investigator
as mild (Grade 1), moderate (Grade 2), severe (Grade 3), potentially life threatening (Grade 4),
death (Grade 5). Refer to Section 10.2 (Appendix 2).

Grading criteria reported in in the DAIDS Table, Section 10.4 (Appendix 4) may help in the
assessment of intensity of AEs. Additional grading criteria reported in Section 10.5 (Appendix 5)
may help in the assessment of intensity of selected eye symptoms. However, the investigator is
not obliged to follow these criteria and his/her medical judgement should prevail.

Participants with AE classified as severe (Grade 3 and above) will contribute to the primary
safety end-point (see Section 3.1, Table 5).

8.4.2.2. Assessment of Causality of AE and SAE

All AE will be evaluated by the principal investigator (PI) or by a medically qualified designee
(i.e. investigator, study physician) to assess the relationship between study intervention and each
occurrence of each AE/SAE/AESI. Careful medical judgement should be exercised to determine
the level of causal relationship between an AE and the study intervention. The causality
assessment will be determined using a two-level scale: related or not related.

The sponsor or designee will have the opportunity to confirm the seriousness and case causality
based on the clinical judgement of the medical monitor and sponsor designee. If a SAE is
considered unrelated by the investigator but the sponsor believes that there is a reasonable
possibility that the event is related, the sponsor will upgrade the case to a ‘related’ status. The
sponsor or designee will never downgrade a case from serious to non-serious or related to not
related.

Refer to Section 10.2.6.4 (Appendix 2).

8.4.2.3. Assessment of AE/SAE Expectedness

Each SAE will be evaluated by the sponsor. based on applicable product information (e.g.
Investigator Brochure or Package Insert).

Refer to Section 10.2.6.5 (Appendix 2).

8.4.2.4. Assessment of SAE OQutcome

The outcome of each SAE must be reported to the sponsor, even if this extends beyond the SAE
reporting period (i.e., after the final study visit).

Refer to Section 10.2.6.6 (Appendix 2).
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8.4.3. Reporting Requirements for SAE, Serious ADR, AESI and Other Events

Prompt notification (within 24 hour) by the investigator to the sponsor of a SAE is essential so
that legal obligations and ethical responsibilities towards the safety of participants and the safety
of a study intervention under clinical investigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and potentially
other regulatory agencies about the safety of the study intervention under clinical investigation.
The sponsor will comply with country-specific regulatory requirements relating to safety
reporting to the regulatory authority, IRB/ IEC, and investigators.

All fatal and life-threatening serious unexpected ADR are to be reported to South African Health
Products Regulatory Authority (SAHPRA) within 7 calendar days after first knowledge with a
complete report to be submitted within an additional 8 calendar days. Serious, unexpected ADRs
that are not fatal or life threatening are to be reported to SAHPRA no later than 15 calendar days
after first knowledge. An investigator who receives a Serious, unexpected ADR report or other
specific safety information (e.g., summary or listing of SAEs/SADRs) from the sponsor will
review and file it. A tracker of all such reports received from the CRO will be maintained by the
site. The PI will notify the IRB/IEC, if appropriate and according to local requirements. IRB/IEC
submissions will be conducted per the local IRB/IEC SOP.

Certain events other than SAEs and ADRs require immediate reporting to the Sponsor. These
include withdrawal of consent, emergency unmasking, protocol violation affecting safety, AE
thought to be an allergic reaction to study drug, event precluding further administration of study
drug in the investigator’s opinion, pregnancy. Reporting of these events will be conducted
through the Immediately Reportable Event Form.

Refer to Sections 10.2.6.1, 10.2.6.2, and 10.2.6.3 and to the schema in Section 10.2.6.4
(Appendix 2).
8.4.4. Death Events

Any untoward medical occurrence resulting in death is reported as SAE. Any event resulting in
death without identification of medical occurrence must also be reported as SAE; such event will
be coded as “death NOS” (No Other Specified”) until the medical event is identified.

8.5. Concomitant Treatments

Concomitant treatments will be recorded during the Screening Period to assess eligibility. Any
change to concomitant treatments throughout the study from Day -1 (signed ICF) to Day 42 or
EWV, will be recorded. If a concomitant treatment that would have precluded enrollment (see
Exclusion criteria in Section 5.2 and Section 10.6, Appendix 6) is deemed necessary during the
Study Treatment Phase, the participant will be discontinued from the study.

8.6. Treatment of Overdose

All participants will be hospitalized during the entire Study Treatment Phase. The study drug
will be administered by trained staff. Hence, overdose is considered unlikely.

In case of overdose, appropriate medical treatment will be instituted, guided by a full PE. The
study participant will be discontinued from the study and will remain in hospital until symptoms
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of overdose have disappeared or in the investigator’s opinion it is safe to discharge the
participant.

8.7. Pharmacokinetics

Blood/serum samples for PK measurements WILL BE CONDUCTED ONLY IN
PARTICIPANTS RANDOMIZED TO TBA-7371. Timing of sampling will be as follows (see
Section 1.3, Table 3 and Table 4).

Study Treatment Phase

e Days 1, 2,4, 7 and 14 before administration of the 1% daily dose of study drug.

j. Inaddition, on Days 1, 7 and 14 samples will also be collected at 30 min, 1h, 2.5h, 3h, 4h, 6h, 7h, 10.5h,
12h, 16.5h after 1% daily dose of study drug. (see Screening (Days -7 to -1). Screening procedures
will be conducted during the up to 7-Day screening period. Screening assessments can be done at any time
during this period, except for the written informed consent, which must be given before any screening is
started, the overnight sputum collection for eligibility assessment, which must be completed on or before
Day -3, and the overnight sputum collection for EBA, which must be done consecutively on Day -2 and
Day -1. Subjects may be hospitalized for the entire screening period at the investigator’s discretion, but
must be hospitalized starting on Day -3.

k. Follow-up (Days 15 to 42). Allowed window for Day 28 and Day 42 visits: +/- 3 Days.

1. Early Withdrawal Visit (EWYV) or Unscheduled Visit. Participants who withdraw before Day 14 will be
asked to complete the EWV assessments within 2 Days of withdrawal. Participants who complete the Study
Treatment Phase, but do not return for the Day 28 visit will be asked to return for the Day 42 visit. If access
to sites is limited due to the local status of COVID-19 pandemic, the Day 28 and Day 42 visits could
potentially be conducted by telephone. Procedures and assessments conducted during an unscheduled visit
will be at the discretion of the investigator in consultation with the medical monitor.

52.Written informed consent will be given before any screening procedure is started.

53.Hospital admission and discharge. Study participants will be hospitalized by Day -3 of the Screening
Phase and will remain in hospital until the Day after the last dose of study drug is dispensed (Day 15).
Discharge from hospital will occur on Day 15 after all procedures planned for that Day are completed.
Upon discharge, participants will be referred to the national TB treatment program for standard of care
(SoC) treatment.

54.Physical examination (PE). Full PE will be conducted during the Screening Phase; focused PE (guided by
medical history) will be conducted on Days 7, 15, 28, 42. Focused PE will be conducted at EWV if the
participant discontinues between Day 1 and Day 14. Focused PE may be conducted during an
unscheduled visit at the discretion of the investigator.

55.Chest X-rays. Good quality Posterior-Anterior chest X-rays will be accepted if conducted within 1 week
prior to Day -7. If not available, chest X-rays will be conducted during the Screening Phase.

56.Blood/serum sample collection for clinical safety laboratory assessment. The Day 3 and 7 sampling will
occur before the 1% dose of study drug.

57.Urine sample collection drug screening: cannabinoids, cocaine, amphetamines, opiates,
methamphetamines.

58.0vernight sputum collection for eligibility assessment. Sputum assessment, including volume, will be
performed by a Sponsor-approved central laboratory (see laboratory study instruction document). The 15 of
the 3 overnight sputum collections (Day -7 to Day -3) conducted during the Screening Period will be used
to assess eligibility as follows: sputum volume (must be at least 10 mL), acid-fast bacilli detection,
Mycobacterium tuberculosis (Mtb) positivity and rifampicin sensitivity via the GeneXpert® diagnostic
system (Cepheid). In case inclusion criteria cannot be met from the 1%t overnight sputum collection, one or
more of the above procedures can be conducted on a 2™ overnight sputum collected during the Day -7 to -3
screening period if the patient is domiciled at the site for both.
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59.Vital sign and body weight recording. The following 5 vital signs will be recorded: axillary body

temperature (BT), respiratory rate (RR), heart rate (HR), systolic blood pressure, (SBP), diastolic blood

pressure (DBP). Body weight (BW) will also be recorded with vital signs. Vital signs and body weight will

be recorded as follows:

e Screening Phase: vital signs and BW once in the morning at approximately the same time the 1% daily
dose study drug will be administered. SBP, DBP and HR can be repeated twice if exclusion criteria are
met.

e Study Treatment Phase: vital signs and BW once every morning (Days 1 to 14) before administration of
the 1% daily dose of study drug; in addition, on Days 1, 4, 7, 10 and 14 vital signs will also collected 2.5h,
10.5h and 16.5h after the time of 1% daily dose of study drug (see Table 4).

e Follow-up Phase: vital signs and BW on Day 15 in the morning before 1% daily dose of SoC medication;
on Days 28 and 42 during the visit.

e EWV: vital signs and BW if the participant withdraws from the study between Day 1 and 14.

At each time point BT, RR and BW will be measured once, whereas HR, SBP and DBP will be measured

twice as follows: after 10 min supine (“manual, supine”) and after 2 (=0.5) min standing (“manual, 2-min

standing”). When ECG, vital signs and/or blood/serum samples are to be obtained at the same time point,
the following order must be followed: ECG, vital signs, blood/serum sample, within 5 min of each other.

60.ECG recording. 12-lead ECG will be recorded once at each time point after at least 10 minutes of supine

61

62.

63.

64.

rest as follows:

¢ Screening Phase: once in the morning at approximately the same time the 1% daily dose study drug will
be administered.

¢ Study Treatment Phase: on Days 1, 4, 7, 10 and 14 before administration of the 1% daily dose of study
drug and 2.5h, 10.5h and 16.5h thereafter (see Table 4).

e Follow-up Phase: on Day 15 in the morning before 1% daily dose of standard of care medication; on Days
28 and 42 during the visit.

e EWV: if the participant withdraws from the study between Day 1 and 14.

.Eye assessment. A trained staff member will assess: 1) eye symptoms using a standardized script (Section

10.5, Appendix 5), ii) visual acuity by means of the Rosenbaum Pocket Eye Screener, iii) color vision by
means of the Waggoner Computerized Color Vision Test and as follows:

e Screening Phase: once in the AM.

e Study Treatment Phase: Days 1, 4, 7, 10, and 14, 2.5h after 1% daily dose of study drug (see Table 4).

e Follow-up Phase: Days 15, 28 and 42 during the visit.

o EWV: if the participant withdraws from the study between Days 1 and 14.
Study drug (IMP) administration. Study drug (TBA-7371 or HRZE) will be administered from Day 1 to
Day 14 based on the randomization list by an authorized and trained site staff member. The 15 dose of
study drug will be administered at the same time each Day for the individual participant. Subsequent doses
will be administered as follows (see Table 4):
e Twice daily (BID) schedules: 12h after 1st dose
e Three times (TID) daily schedule: 7h and 14h after 1st dose
Fasting must occur at least 2 hours before dosing and at least 1 hour after dosing. Study drug administration
will be followed by 200 mL water.
Overnight sputum collection for EBA assessment and exploratory measurements. Overnight sputum
will be collected from 3 PM to 7 AM of the following Day (16 hours) on Days -2 and -1 during Screening
Phase and on 14 consecutive Days during the Study Treatment Phase (Days 1 to 14) for EBA assessment.
The last collection will finish at 7 AM of Day 15. Drug susceptibility testing for isoniazid and rifampicin,
and minimum inhibitory concentrations (MIC) of TBA-7371 will be performed on either of Day -2 or Day -

1, and again on Day 14. I

Spot sputum collection for exploratory measurements. The participant should spontaneously produce
(i.e., not induced) a spot sputum specimen for collection into RNA preservation media. If specimen cannot
be collected due to participant inability to produce sputum, or due to operational limitations with RNA
media collection Kkits, it is not considered a protocol deviation.

Gates Medical Research Institute 65



CONFIDENTIAL Protocol Gates MRI-TBD03-201 Version 4, 07 Jul 2020

65.

66.

67.

68.

Recording of AE, SAE (including serious ADR) and AESI; recording of concomitant treatments.
Adverse events (AE), serious adverse events (SAE), including serious adverse drug reactions (ADR),
adverse events of special interest (AESI) and concomitant treatments will be recorded from the time each
participant has signed the informed consent form (ICF) until he/she has completed the last follow- up visit
(Day 42) or the Early Withdrawal Visit (EWV).

Blood/serum sample collection for PK measurements. WILL BE CONDUCTED ONLY IN

PARTICIPANTS RANDOMIZED TO TBA-7371. Timing of sampling will be as follows:

e Study Treatment Phase: Days 1, 2, 4, 7 and 14 before administration of the 1% daily dose of study drug; in
addition, on Days 1, 7 and 14 samples will also collected 30 min (+/- 5 min) and at 1h, 2.5h, 3h, 4h, 6h,
7h, 10.5h, 12h, 16.5h (+/- 15 min) after 1% daily dose of study drug. (see Table 4). Patients assigned to
BID dosing will not have collections at 16.5h, and the 12h sample will be taken prior to the second daily
dose. Patients assigned to TID dosing will not have collections at 10.5h, 12h and 16.5h, and the 7h
sample will be taken prior to the second daily dose.

When timing coincides, samples must always be taken after recording of ECG and vital signs.
Blood/serum/plasma sample collection for exploratory measurements. Timing of sampling will be as
follows:

e Study Treatment Phase: Day 1 and 7 before administration of the 1st daily dose of study drug (see Table
4).
e Follow-up Phase: Day 15 in the morning at approximately the same time study drug was administered.
Coronavirus Disease (COVID-19) / Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-
2 Testing). COVID-19 testing will be conducted via PCR using a test product authorized by SAHPRA at an
accredited public or private sector laboratory. A specimen will be collected during the screening period
between Day-7 to Day -3, and a negative result must be confirmed prior to randomization. For safety
monitoring purposes, testing will also be performed at Day 7 (+2 Days), on Day 14 OR Day 15 before
discharge, and/or at any other time that infection is suspected.
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o Table 4).

e Patients assigned to BID dosing will not have collections at 16.5h, and the 12h sample will be taken
prior to the second daily dose. Patients assigned to TID dosing will not have collections at 10.5h, 12h
and 16.5h, and the 7h sample will be taken prior to the second daily dose.

Follow-up Phase

On Day 15 in the morning before 1% daily dose of standard of care medication;

When ECG, vital signs, or blood/serum samples are to be obtained at the same time point, ECG
will be done first after 10 minutes of supine rest, followed by the vital signs and then the blood
draw(s) within 5 minutes of each other.

Concentrations of TBA7371 will be measured, and the following PK parameters calculated over
the 14-day treatment interval: Cmax, Tmax, Ciast, Tiast, AUCinf, AUClast, AUCtau, Cinin, half-life,
accumulation ratios.

Details on serum collection procedures, and on the laboratory are provided in the study specific
manual(s).

8.8. Pharmacodynamics

No pharmacodynamic parameter other than those included in the efficacy or safety assessments
will be evaluated in this EBA study.

8.9. Transcriptomics, Genetics and Epigenetics
Refer to Section 8.10.

8.10.  Biomarkers and Other Exploratory Measurements
Participants will be explicitly asked to consent for storage and use of biological samples for

biomarker and other exploratory measurements not included in the present protocol.

Blood/serum and urine samples for biomarker and other exploratory measurements will be
collected on Day 1 before administration of the 1% daily dose of study drug and on Day 15 in the
AM, if the participant gives his/her consent. If not, such samples will not be collected.

Details on blood/serum and urine collection procedures are provided in the study specific
manual(s).

Samples for biomarkers and other exploratory measurements will also be obtained from
overnight sputum collection (Section 8.2.1).

A spot sputum collection will also be collected at screening and then daily from Day 1 to Day 15
for exploratory assessments. Collection procedures are provided in the study specific manual(s).

Details of exploratory objectives will be included in separate operational and/or analysis plans.
Results of exploratory objectives may be reported separately from the main clinical study report.

Exploratory measurements may include but are not limited to: mycobacterial cell-free DNA,
ribosomal RNA ratio assay, gene expression profiles, serum cytokines or other proteins, urine
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LAM, bacterial genotypic evaluations for emergence of resistance; susceptibility testing to
TBA7371 (MIC); population PK models.

8.11. Health Economics

Not applicable to this study.
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9. Statistical Considerations

9.1. Statistical Hypotheses

Primary: at least one of the TBA-7371 treatment groups has an average log CFU counts per day
reduction from screening to Day 14 [BAcru(0-14)] that is greater than zero, with an acceptable
safety profile.

9.2. Sample Size Determination

Approximately 90 participants will be randomized 5:1 to either intervention arm, totaling N = 15
for each TBA-7371 treatment and control groups.

Bactericidal effect

Based on Diacon et al. (2013) *, standard deviations associated with BAcru(0-14) were relatively
consistent across 5 treatment groups, ranging from 0.05 to 0.08. If we assume conservatively that
the true SD of the BAcru(0-14) measures for the TBA-7371 treatment groups is equal to 0.1,
then with N=15 per group we have 80% (90%) power to detect a true group mean BAcru(0-14)
reduction of 0.067 (0.079), using a 1-sided alpha = 5%. For reference, the observed BAcru(0-14)
reduction in Diacon et al, 2013 * were 0.040, 0.056, 0.077, 0.104, and 0.112 for Bedaquiline 100
mg, 200 mg, 300 mg, 400 mg and standard HRZE, respectively.

Safety

With N=15 per group, we have approximately 80% (90%) probability to observe at least one AE
if the true AE rate is 10% (15%). We have only 54% probability to observe at least one AE if the
true AE rate is 5%. Across the five TBA-7371 treatment groups (N=75), we have 90%
probability to observe at least one AE if the true AE rate is 3.0%.

9.3. Populations for Analyses

Analysis populations are shown in Table 8.
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Table 8 Populations for Analyses
Population Description

Modified intention to treat
(mITT) efficacy population

All participants randomly assigned to study intervention, who received
the study intervention. Participants will be analyzed according to the
intervention they actually received.

Per Protocol (PP) efficacy
population

All participants randomly assigned to study intervention, who received
the study intervention, and did not substantially deviate from the
protocol procedures.

Participants who substantially deviated will be identified prior to
database lock and unmasking.

Participants will be analyzed according to the intervention they actually
received.

Safety All participants randomly assigned to study intervention and who
received the study intervention. Participants will be analyzed according
to the intervention they actually received.

PK population All participants who received at least one dose of TBA7371 and have at

one blood sample with measurable concentrations

9.4. Statistical Analyses

A detailed statistical analysis plan (SAP) centered on primary and secondary endpoints will be
developed and finalized prior to initiation of enrollment and will further describe the participant
populations to be included in each analysis, details of the statistical methods, including
procedures for accounting for missing, unused, and spurious data. Primary and secondary
analyses are summarized in Table 9.

Exploratory endpoint analyses will be described in a separate exploratory scientific SAP(s)
(exploratory SSAP). Specific objectives and hypotheses related to exploratory biomarker
analyses will be documented in this exploratory SSAP prior to full data unmasking and analysis.

Results from the exploratory analyses may be reported in a separate results memo and included
as an addendum to the clinical study report (CSR).
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Summary of Primary and Secondary Endpoints and Analyses

Endpoint

| Statistical Analysis

Primary Bactericidal Effect

Slope i.e. average change per day from
screening (“0”) to Day 14 [BAcru(0-14)] of the
log CFU counts.

For each patient, linear and bilinear regression
models will be fit, and the better fit model based on
lower AIC will be used to estimate [BAcru(0-14)] of
log CFU counts from screening to Day 14. The log
CFU screening measurement used in the model will
be the average of the two individual screening
measurements. An ANCOVA model will be used to
quantify the evidence that each of the treatment
group mean BAcru(0-14) is less than O (i.e., that the
treatment group mean has a negative slope on
average). Multiplicity will be handled by means of a
step-down sequential approach. The study will be
declared a success if at least one of the TBA-7371
treatment groups achieves a statistically significant 1-
sided p-value and demonstrates an acceptable safety
profile.

Primary Safety

Frequency of study participants who
experienced one or more severe AEs and/or
SAEs

The frequency of patients who experienced one or
more severe and/or serious AE will be summarized
by treatment group.

Secondary Bactericidal Effect

Slope i.e. average change per day from
screening (“0”) to Day 2 [BAcru (0-2)] and
from Day 2 to Day 14 [BAcru (2-14)] of the
log CFU counts.

For each patient, linear and bilinear regression
models will be fit, and the better fit model based on
lower AIC will be used to estimate BAcru(0-2) and
BAcru(2-14) of log CFU counts from screening to
Day 2 and Day 2 to Day 14, respectively. An
ANCOVA model will be used to quantify the
evidence that the each of the treatment group means
BAcru(0-2) and BAcru(2-14) is less than 0.

Slope of the time to sputum culture positivity
(TTP) in the MGIT system from screening to
Day 14 [BAtre (0-14)], from screening to Day
2 [BArrp (0-2)], and from Day 2 to Day 14
[BArrp (2-14)].

For each patient, linear and bilinear regression
models will be fit, and the better fit model based on
lower AIC will be used to estimate BArrp(0-14),
BArrp(0-2) and BArrp(2-14) of TTP from screening
to Day 14, screening to Day 2 and Day 2 to Day 14,
respectively. An ANCOVA model will be used to
quantify the evidence that the each of the treatment
group means BArrp(0-14), BArrp(0-2) and BArrp(2-

14) is less than 0.
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Slope of the log concentration of sputum LAM
from screening to Day 14 [BArawm (0-14)],
from screening to Day 2 [BArLam(0-2)], and
from Day 2 to Day 14 [BALam (2-14)].

For each patient, linear and bilinear regression
models will be fit, and the better fit model based on
lower AIC will be used to estimate BALam(0-14),
BALam(0-2) and BAram(2-14) of log concentration of
sputum LAM from screening to Day 14, screening to
Day 2 and Day 2 to Day 14, respectively. An
ANCOVA model will be used to quantify the
evidence that the each of the treatment group means
BALAM(0-14), BALAM(0-2) and BALAM(2-14) is less
than 0.

Secondary Safety

Frequency of participants with adverse events
(AEs) and frequency of AEs: overall, by
seriousness, severity, body system, preferred
term and relatedness to study drug.

The frequency of participants with and frequency of
AEs will be summarized by treatment group. The
incidence of AEs by seriousness, severity, body
system, preferred term and relatedness to study drug
will be summarized by treatment group.

e Frequency of participants with any new
(vs. baseline) eye symptom in one or both
eyes.

e Mean and frequency distribution of
duration (hours) of each eye symptom.

e Mean and frequency distribution of
percentage of days with any eye symptom
and each of the eye symptoms.

The incidence of new eye symptoms, mean and
frequency distribution of duration of each eye
symptom, and mean and frequency distribution of
percentage of days with any eye symptom and each
of the eye symptoms will be summarized by
treatment group.

e Mean/median change in visual acuity from
screening (s) to lowest score during Days
1-15.

e Frequency of participants with any new
color vision abnormalities (tritan, protan,
deutan) in one or both eyes and degree of
severity (mild, moderate, severe)

Mean and median changes in visual acuity from
screening to lowest score will be summarized by
treatment group.

Frequency of participants with any new color vision
abnormalities, as well as the specific type of
abnormality (tritan, protan, deutan) will be
summarized by the number of eyes the abnormality
occurs in (one or both), severity (mild, moderate,
severe) and treatment group.

e Mean and frequency distribution of
changes from Day 1 to 15 in HR, systolic
blood pressure (SBP) and DBP as
measured by the following 2 (BP) or 3
(HR) methods:

= manual (vital signs), after at least 10
minutes in supine position (“manual,
supine”);

= manual, after 2 (+0.5) minutes in
standing position (“manual, 2-min
standing”);

= HR from ECG, supine position
(“ECG, supine”)

e Frequency of participants with > 25 %
increase in HR, decrease in SBP, decrease

Mean and frequency distribution of changes from
Day 1 through Day 15 in HR, SBP and DBP will be
provided by treatment group and by each method
measured.

The frequency of participants with > 25 % increase in
HR, decrease in SBP, decrease in DBP vs. baseline as
measured with any of the methods will be provided
by treatment group.

The mean and frequency distribution of percentage of
days with > 25% increase in HR, decrease in SBP,
decrease in DBP vs. baseline will be provided by
treatment group.

The mean and median RR, QRS, QT, QTcF values
from ECG will be provided by treatment group.
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in DBP vs. baseline as measured with any
of the methods described above.

e Mean and frequency distribution of
percentage of days with > 25% increase in
HR, decrease in SBP, decrease in DBP vs.
baseline.

e Mean/median RR, QRS, QT, QTcF values
from ECG

e Mean change in HR, SBP and DBP from
Day 1 to Days 4, 7, 10, 14 and 15 for each
of the measurement methods described
above.

e Change in frequency of participants with
eye symptoms (all, severe, serious) and
change in mean visual acuity score and
frequency of color vision abnormalities
(tritan, protan, deutan) in one or both eyes
and degree of severity (mild, moderate,
and severe) from Day 1 to Days 4, 7, 10,
14 and 15.

The mean change in HR, SBP and DBP from Day 1
to Days 4, 7, 10, 14 and 15 will be provided by
treatment group and by each method measured.

Frequency of participants with any new color vision
abnormalities, as well as the specific type of
abnormality (tritan, protan, deutan) will be
summarized by the number of eyes the abnormality
occurs in (one or both), severity (mild, moderate,
severe) and treatment group.

e Mean change in HR, SBP and DBP from
baseline (Day 0) to Days 28 and 42 and
from Day 14 to Day 28 and 42 for each of
the measurement methods described
above.

e Change in frequency of participants with
eye symptoms (all, severe, serious) and
change in frequency of participants with
any new color vision abnormalities (tritan,
protan, deutan) in one or both eyes and
degree of severity (mild, moderate, severe)
from baseline (Day 0) to Days 28 and 42
and from Days 1-15 (combined) to Days
28-42 (combined).

The mean change in HR, SBP and DBP from
baseline (Day 0) to Days 28 and 42, and from Day 14
to Days 28 and 42 will be provided by treatment
group and by each method measured.

Frequency of participants with any new color vision
abnormalities, as well as the specific type of
abnormality (tritan, protan, deutan) will be
summarized by the number of eyes the abnormality
occurs in (one or both), severity (mild, moderate,
severe) and treatment group.

e Mean, median and range of each
blood/serum and urine safety parameter at
screening, Day 3, Day 7, Day 14, and Day
42

e Mean, median and range of the changes in
each blood/serum and urine safety
parameter from screening to Day 3, Day 7,
Day 14 and Day 42.

The mean, median and range of each blood/serum
and urine safety parameter at screening, Day 3, Day
7, Day 14 and Day 42 will be provided by treatment
group.

The mean, median and range of the changes in each
blood/serum and urine safety parameter from
screening to Day 3, Day 7, Day 14 and Day 42 will
be provided by treatment group. Changes may be
assessed on the raw (difference) or log (fold change)
scale, depending on which scale the distribution of
the measure is more appropriately described by a
normal distribution.
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Secondary PK and PK/PD
TBA7371 concentration profiles and PK Individual values will be listed for each PK

parameters over the 14-day treatment interval: | parameter by treatment group, and the following
Cinax> Tmaxs Clast, Tlast, AUCinf, AUChst, AUCru, | (non-model-based) descriptive statistics will be

Cnin, half-life, accumulation ratios. provided: N, arithmetic mean, standard deviation,
arithmetic percent CV, median, minimum, maximum,
geometric mean, and geometric percent CV.

Correlation between TBA-7371 AUC, Ciax, Spearman correlations, simple linear regressions and
T>MIC and CFU counts on solid media graphical visualizations will be used to summarize
culture. correlations.

Expected concentration associated with 90% EC90 will be estimated from exposure-response Emax

of the maximal TBA-7371 EBA effect (EC90) | model fits.

9.4.1. Bactericidal Activity Analyses

9.4.1.1. Primary Bactericidal Activity Analyses

The primary endpoint will be the slope of the log CFU counts from screening to Day 14
[BAcru(0-14)], i.e., average change in log CFU count per day over 14 days, where sputum is
collected twice during the screening phase and daily thereafter. The logio CFU counts vs. time
profiles over 14 days of treatment may be biphasic, i.e. the rate of change in logio CFU changes
over time. A simple solution ? is to characterize the subject-specific logio CFU count vs. time
profiles using a bilinear regression model, which has been proved to fit the data of many TB
bactericidal agents quite well, especially over the time interval of 14 days. However, it is also
likely that the some of the subject-specific logio CFU count vs. time profiles will be better
characterized using a simple linear regression model.

The average slope can be estimated for each subject, i, as the mean of the slopes over each day,
Le.,

BAcry(0 — 14); = X1, i /14,

where f3;, is the estimated slope for subject i at time ¢. For each subject, slopes will be estimated
using both bilinear and simple linear regression models, and the better fit model (based on lower
AIC) will be selected for that subject. The log CFU screening measurement used in the model
will be the average of the two individual screening measurements. If the bilinear regression
model is selected, the average change in logio CFU per day over 14 days will be estimated by:

BAcpy (0 — 14); = X124, [Bril (¢ < &) + Bl (t > R))]/14,

where f3,; is the estimated slope prior to the estimated inflection point &;, and f3,; is the estimated
slope after the estimated inflection point K;. The parameters of main interest include the slopes
fB.; and fB,;, and the inflection points, &;, and can be readily estimated using least squares. If the
linear regression model is selected, the average change in logio CFU count per day over 14 days
will be estimated by the constant linear regression slope estimate, ;. BAcru(0-14) will be
calculated for each patient within a treatment group individually, and then used as the response
variable in an ANCOVA model, with a fixed effect for treatment group and screening logio CFU
count as a covariate. Treatment group means from the ANCOV A model will be used to quantify
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the evidence that each of the treatment group mean BAcru(0-14) is less than 0 (i.e., that the
treatment group mean has a negative slope on average). The mITT population will be used for
the primary efficacy analysis.

Multiplicity will be handled by means of a step-down sequential approach. The five TBA-7371
treatment regimens will be divided into 3 testing groups: Group 1 = Cohort V (400 mg QD) and
Cohort IV (100 TID); Group 2 = Cohort III (200 mg QD) and Cohort II (100 BID); and Group 3
= Cohort 1 (100 QD). Group 1, or the group with the highest cohort allowed by the IDMC will
be tested first using a Hochberg multiplicity adjustment: if the maximum and minimum one-
sided p-values are > 0.05 and > 0.025, respectively, formal testing will be stopped and all cohorts
below will be declared a failure; if the maximum and minimum one-sided p-values are > 0.05
and <0.025, formal testing will be stopped but the regimen with p-value < 0.025 will be declared
a success; if the maximum and minimum one-sided p-values are < 0.05 and <0.025, both cohorts
will be declared a success and testing will proceed to Group 2 regimens with the same step-down
approach to continue until a failed cohort is observed.

The study will be declared a success if at least one of the TBA-7371 treatment groups achieves a
statistically significant 1-sided p-value and demonstrates and acceptable safety profile.

9.4.1.2. Secondary Bactericidal Activity Analyses

EBA measures (BAcru(0-2) and BAcru(2-14)) will be calculated from the regression models and
assessed similarly as described above for BAcru(0-14). MGIT TPP and concentrations of LAM
will also be assessed similarly. For all secondary EBA measurements there will be no adjustment
for multiple comparisons and no formal success criteria.

All efficacy analyses will be performed in the mITT population, with sensitivity analyses
performed in the per-protocol population to assess the robustness of results.

One of the limitations of the primary analysis method is that each individual subject must have
enough data to fit a bilinear regression model in order to be included in the primary analysis.
More sophisticated statistical models, such as a Bayesian nonlinear mixed-effects regression
model '* do not have this same limitation, and will therefore be examined through sensitivity
analyses to assess the robustness of the primary model fits. The Bayesian model jointly fits the
data from all patients and treatment groups and comprises the joint bilinear regression model as a
special case. In addition, similar bilinear and linear regressions will also be fit directly to the
change from screening response variable to further assess the robustness of the results.

9.4.2. Safety Analyses

9.4.2.1. Primary Safety Analyses

The frequency of patients who experienced one or more severe AEs and/or SAEs will be
summarized by treatment group with 95% Cls. The proportion of patients with this endpoint
within each of the TBA-7371 treatment groups will not be formally compared to the control arm
given limitations due to small sample sizes. The primary safety analysis will be performed in the
Safety population.
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9.4.2.2. Secondary Safety Analyses

Individual safety parameters of interest, e.g., mean HR over time, mean SBP and DBP over time,
and incidence of and frequency of eye symptoms and other adverse events will be summarized
by treatment group. The incidence of AEs by seriousness, severity, body system, preferred term
and relatedness to study drug will be summarized by treatment group.

Mean and frequency distribution of changes from baseline through Day 15 in HR, SBP and DBP
will be provided by treatment group and by each method measured. The frequency of
participants with > 25 % increase in HR, decrease in SBP, decrease in DBP vs. baseline as
measured with any of the methods will be provided by treatment group. The mean and frequency
distribution of percentage of days with > 25% increase in HR, decrease in SBP, decrease in DBP
vs. baseline will be provided by treatment group. The mean and median RR, QRS, QT, QTcF
values from ECG will be provided by treatment group.

The mean change in HR, SBP and DBP from Day 1 to Days 4, 7, 10, 14 and 15 will be provided
by treatment group and by each method measured. The change in frequency of participants with
eye symptoms (all, severe, serious) and abnormal visual acuity and abnormal color vision scores
from Day 1 to Days 4, 7, 10, 14 and 15 will be provided by treatment group. The mean change in
HR, SBP and DBP from screening to Days 28 and 42, and from Day 14 to Days 28 and 42 will
be provided by treatment group and by each method measured. The change in frequency and
duration of eye symptoms (all, severe, serious) and/or abnormal visual acuity and/or abnormal
color vision scores from screening to Days 28 and 42, and from Days 1-14 (combined) to Days
28-42 (combined) will be provided by treatment group.

The mean, median and range of each blood/serum and urine safety parameter at screening, Day
3, Day 7, Day 14 and Day 42 will be provided by treatment group. The mean, median and range
of the changes in each blood/serum and urine safety parameter from screening to Day 3, Day 7,
Day 14 and Day 42 will be provided by treatment group. Changes may be assessed on the raw
(difference) or log (fold change) scale, depending on the whether the distribution of the measure
is more appropriately described by a normal or lognormal distribution, respectively.

Bayesian linear and nonlinear mixed effects models will be utilized to characterize the profile of
continuous variables (e.g., heart rate, blood pressure) over time, and the proportion of patients in
the population reaching clinically relevant thresholds will be estimated. From these models, the
likelihood of tachyphylaxis can be characterized by the posterior probability that the mean heart
rate decreases from Day 1 to Day 14, the posterior probability that the mean blood pressure on
decreases from Day 1 to Day 14, and the posterior probability that the frequency of patients with
eye symptoms (all, severe, serious) decreases from Day 1 to Day 14.

9.5. PK Analyses

Concentration data will be summarized by treatment group using nominal time points. Individual
and mean concentration versus nominal time plots will be presented by treatment groups. PK
parameters will be summarized by treatment group.

The relationship of each TBA7371 PK parameter (AUC, Cmax, T>MIC) and CFU counts (e.g.
BAcru(0-14), CFU change) will be explored graphically for the treatment groups combined. The
PK and CFU data used in the correlations will also be presented in tabular format. If a correlation
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is observed, further analysis may be performed to identify exposure targets for response. Details
of such analysis will be provided in the analysis plan.

9.6. Demographic and Compliance Analyses

Demographic parameters (age, sex, and race/ethnicity) and other baseline characteristics will be
summarized by treatment group for all participants in the safety population.

Listings of randomized participants with protocol deviations (to be defined in the SAP) will be
presented by treatment group.

9.7. Interim Analyses
No formal interim analysis is planned in this trial.

Unmasked safety and (if available) PK data on each cohort will be provided to the IDMC.

9.7.1. Independent Data Monitoring Committee (IDMC)

The independent IDMC will be established to oversee the safety of this study and to make a go /
no-go decision at each dose escalation step.

The IDMC will operate according to a charter. The IDMC structure, participants and other
details will be provided in the charter. The charter will be available prior to study start.

The IDMC will review unmasked safety and, if available, PK data during regular scheduled
safety review meetings. The IDMC may request additional information, or a pause in recruitment
and study treatment, while safety data are being evaluated.

During active enrollment, the IDMC will meet at least once before each of the 3 dose escalation
steps, unless a decision is made to stop recruitment earlier. The IDMC reviews will include vital
signs, ECG and eye symptoms / visual acuity and color vision tests, and safety laboratory tests as
well as solicited and unsolicited AE and SAE. All procedures associated with these reviews,
including objectives, data handling, elements included for review, and recommendations will be
documented.

The IDMC will make a formal recommendation on the continued enrolment into the trial after
each safety review.

The IDMC charter will provide meeting information and other details.

If study drug administration is paused by the local medical monitor or the principal investigator,
the IDMC will convene on an ad hoc basis.

The recommendation of the IDMC, along with the sponsor’s decision, will be communicated to
the investigators and the IRB/IEC and the national regulatory authorities as required. The
sponsor or its designee agrees to abide to any directives issued by the national regulatory
authority of the IRB.
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10. Supporting Documentation and Operational Considerations

10.1. Appendix 1. Regulatory, Ethical, and Study Oversight
Considerations

10.1.1. Regulatory and Ethical Considerations
This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines including the Declaration
of Helsinki and Council for International Organizations of Medical Sciences (CIOMS)
International Ethical Guidelines

e Applicable International Council for Harmonization of Technical Requirements for
Pharmaceuticals for Human Use (ICH) Good Clinical Practice (GCP) Guidelines

e Applicable laws and regulations

e The protocol, protocol amendments, ICF, and other relevant documents (e.g., diary cards)
must be submitted to an IRB/IEC by the investigator and reviewed and approved by the
IRB/IEC before the study is initiated.

¢ Any amendments to the protocol will require IRB/IEC approval before implementation of
changes made to the study design, except for changes necessary to eliminate an immediate
hazard to study participants.

10.1.2. Study Oversight

The study sponsor, the IRB/IEC, the institution through which the research is performed, and all
members of the principal investigator’s clinical team and the national regulatory authority share
responsibility for ensuring the safety of participants in this trial.

The principal investigator will be responsible for the following:

e Providing written summaries of the status of the study to the IRB/IEC annually or more
frequently, in accordance with the requirements, policies, and procedures established by the
IRB/IEC

e Notifying the IRB/IEC of SAEs or other significant safety findings as required by IRB/IEC
procedures

e Providing oversight of the conduct of the study at the site and adherence to requirements of
ICH and GCP guidelines, SAHPRA Regulations the IRB/IEC, and all other applicable country
and local regulations.

¢ Closely monitoring study participants and taking whatever measures necessary to ensure their
safety. The principal investigator may delay an individual’s study drug administration or pause
study drug administration altogether if the investigator is concerned that the study drug might
place a participant or participants at significant risk. Where specified, the responsibilities of
the principal investigator may be delegated to a medically qualified team member (designee).
The investigator determines severity and causality with respect to the study drug for each AE.
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The sponsor has an institutional responsibility to ensure participant safety and is ultimately
accountable for safety oversight. Local medical monitors and the IDMC play an important role in
this regard and support the sponsor.

The local medical monitor is the sponsor’s representative and is a physician or surgeon in their
country of residence. The local medical monitor:

e reviews the safety of the product for protocols in a specific region and, in conjunction with the
sponsor, determines expectedness of AEs.

e Is responsible for safety oversight in-country and plays an important role in the reporting of
SAEs, ADRs and pregnancies, as described in the protocol

¢ in consultation with the sponsor, may assess the severity and causality for AEs and may upgrade
the degree of severity and causality determined by the principal investigator or designee

The IRB or EC has institutional responsibility for the safety of research participants. The IRB or
EC has the authority to terminate, suspend or require changes to a clinical trial.

The national regulatory authority, SAHPRA, has the authority to terminate, suspend or require
changes to a clinical trial.

10.1.3. Financial Disclosure
Include text related to financial disclosure if not included in another document.

Investigators and sub-investigators will provide the sponsor with sufficient, accurate financial
information as requested to allow the sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators are
responsible for providing information on financial interests during the course of the study and for
1 year after completion of the study.

10.1.4. Informed Consent Process
Written informed consent will be obtained prior to conducting any study-related procedures.

Participants must be informed that their participation is voluntary. The principal investigator or
designee will explain the study to the participant or his/her legally authorized representative and
answer all questions regarding the study. The principal investigator or designee will conduct the
consent discussions on an individual basis with each participant Adequate time will be allowed
for all questions to be addressed. Potential participants will be interviewed to ensure that they
meet all entry criteria relating to history.

10.1.5. Informed Consent Forms

Informed consent for study participation

Participants will be required to sign a statement of informed consent that meets the requirements
of 21 Code of Federal Regulations (CFR) 50, local regulations, ICH guidelines, Health Insurance
Portability and Accountability Act (HIPAA) requirements, where applicable, and the IRB/IEC or
study center. The informed consent will be obtained by the use of a written consent form
approved by the IRB or IEC.

Consent for HIV testing will also be obtained prior to enrollment.
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Other consents will be presented to the participant which are optional and if not signed, would
not exclude the participant from the study:

e consent to collect, store and testing of samples for research not described in the protocol,

e consent to allow any remaining specimens originally taken for mandatory testing to be used
for research not described in the protocol

e consent to genetic testing.
Sample testing will be in line with the consent of the participant.

A copy of the signed consent forms shall be given to the participant prior to conducting any
study-related procedures.

The medical record must include a statement that written informed consent was obtained before
the participant was enrolled in the study and the date the written consent was obtained. The
authorized person obtaining the informed consent must also sign the ICF.

If there is a change to the ICF during the conduct of the study, participants must be re-consented
to the most current version of the ICF.

Any withdrawal of consent for sample testing will be documented in the eCRF.

Laboratory assays for primary and secondary endpoints will be carried out in South Africa.
Participants will be informed that some of the assays for exploratory endpoints may be carried
out in laboratories outside South Africa. If participants will be asked to consent to optional
exploratory research using the remainder of mandatory samples, include text that addresses the
use of remaining mandatory samples for optional exploratory research.

Participants will be told that they are free to refuse to participate and may withdraw their consent
at any time and for any reason during the storage period.

10.1.6. Data Protection

Participants will be assigned a unique identifier by the sponsor. Any participant record or dataset
that is transferred to the sponsor will contain the identifier only; participant names or any
information which would make the participant identifiable will not be transferred to the sponsor.

The participant must be informed that his/her study-related data will be used by the sponsor in
accordance with local data protection law. The level of data disclosure must also be explained to
the participant.

The participant must be informed that his/her medical records may be examined by Clinical
Quality Assurance auditors or other authorized personnel appointed by the sponsor, by
appropriate IRB/IEC members, and by inspectors from regulatory authorities.

10.1.7.  Dissemination of Clinical Study Data

Study information from this protocol will be posted on publicly available clinical trials registers
(clinicaltrials.gov and the South African registry) before enrolment of participants begins.

The final study report will include all available safety data, clinical assessments, and
concomitant medications through the final study visit. The database will be locked prior to
unmasking and preparation of the final study report when all of the above data have been
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entered, reviewed, and all queries related to the data have been addressed. Modifications or
additions to the analyses will be included in the relevant SAP. Any decisions to deviate from the
planned analyses described in the protocol and in the SAP will be described in detail in the final
study report.

The final clinical study report will be reviewed and approved by the sponsor signatory and the
principal investigator.

Summaries of the results of the study will also be posted on the same websites.

10.1.8. Data Quality Assurance

All participant data relating to the study will be recorded on printed or electronic CRF using an
Electronic Data Capture (EDC) system, unless transmitted to the sponsor or designee
electronically (e.g., laboratory data). The investigator is responsible for verifying that data entries
are accurate and correct by physically or electronically signing the CRF.

The investigator must maintain accurate documentation (Appendix 1, Section 10.1.9) that
supports the information entered in the CRF.

The study will be monitored regularly by the sponsor or its designee throughout the study period.
The investigator must permit study-related monitoring, audits, IRB/IEC review, and regulatory
agency inspections and provide direct access to source data documents.

Monitoring details describing strategy (e.g., risk-based initiatives in operations and quality such
as Risk Management and Mitigation Strategies and Analytical Risk-Based Monitoring), methods,
responsibilities and requirements, including handling of noncompliance issues and monitoring
techniques (central, remote, or on-site monitoring) are provided in the Monitoring Plan.

The sponsor or designee is responsible for the data management of this study including quality
checking of the data.

The sponsor assumes accountability for actions delegated to other individuals (e.g., Contract
Research Organizations).

Study monitors will perform ongoing source data verification to confirm that data entered into
the CRF by authorized site personnel are accurate, complete, and verifiable from source
documents; that the safety and rights of participants are being protected; and that the study is
being conducted in accordance with the currently approved protocol and any other study
agreements, ICH GCP, and all applicable regulatory requirements.

Records and documents, including signed ICFs, pertaining to the conduct of this study must be
retained by the investigator for 15 years after study completion unless local regulations or
institutional policies require a longer retention period. No records may be destroyed during the
retention period without the written approval of the sponsor. No records may be transferred to
another location or party without written notification to the sponsor.
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10.1.9. Source Documents

Source documentation consists of existing medical records and/or study records developed and
maintained by the investigator. Source documents provide evidence for the existence of the
participant and substantiate the integrity of the data collected.

Data recorded on source documents will be transcribed onto case report forms (CRFs) or entered
using electronic case report forms (eCRFs) using an EDC system.

Data entered in the eCRF that are transcribed from source documents must be consistent with the
source documents or the discrepancies must be explained. The investigator may need to request
previous medical records or transfer records, depending on the study.

For the purpose of monitoring and auditing the study, source documentation will consist of
existing medical records and/or study records developed and maintained by the investigator.

10.1.10. Study and Site Closure

The sponsor designee reserves the right to close the study site(s) or terminate the study at any
time for any reason at the sole discretion of the sponsor. Study sites will be closed upon study
completion. A study site is considered closed when all required documents and study supplies
have been collected and a study-site closure visit has been performed.

The investigator may initiate study-site closure at any time, provided there is reasonable cause
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the sponsor or investigator may include but are
not limited to:

e Failure of the investigator to comply with the protocol, the requirements of the IRB/IEC or
local health authorities, the sponsor's procedures, or GCP guidelines

e Inadequate recruitment of participants by the investigator
e Discontinuation of further study intervention development

At the discretion of the sponsor, all materials and supplies provided to the investigator will be
returned or disposed of in compliance with local regulatory requirements upon authorization
from the sponsor, upon study completion. The investigator or designated clinical site staff will
notify the IRB/IEC when the study has been completed.

10.1.11.  Publication Policy

The results of this study may be published or presented at scientific meetings. If this is foreseen,
the investigator agrees to submit all manuscripts or abstracts to the sponsor before submission.
This allows the sponsor to protect proprietary information and to provide comments.

The sponsor will comply with the requirements for publication of study results. In accordance
with standard editorial and ethical practice, the sponsor will generally support publication of
multicenter studies only in their entirety and not as individual site data. In this case, a
coordinating investigator will be designated by mutual agreement.

Authorship will be determined by mutual agreement and in line with International Committee of
Medical Journal Editors authorship requirements.
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10.2.  Appendix 2. Adverse Events: Definitions and Procedures for
Recording, Evaluating, Follow-up, and Reporting
10.2.1. Definition of AE
AE Definition

An AE is any untoward medical occurrence in a patient or clinical study participant,
temporally associated with the use of study intervention, whether or not considered
related to the study intervention.

An AE can therefore be any unfavorable and unintended sign (including an abnormal
laboratory finding), symptom, or disease (new or exacerbated) temporally associated
with the use of study intervention.

Events Meeting the AE Definition

Any abnormal laboratory test results (e.g. hematology, clinical chemistry, or urinalysis)
or other safety assessments (e.g. ECG, radiological scans, vital signs measurements, eye
symptom or findings), including those that worsen from baseline, considered clinically
significant in the medical and scientific judgment of the investigator.

Exacerbation of a chronic or intermittent pre-existing condition including either an
increase in frequency and/or intensity of the condition.

New conditions detected or diagnosed after study start even though it may have been
present before the start of the study.

Signs, symptoms, or the clinical sequelae of a suspected DDI.

Signs, symptoms, or the clinical sequelae of a suspected overdose of either study
intervention or a concomitant medication. Overdose per se will not be reported as an
AE/SAE unless it is an intentional overdose taken with possible suicidal/self-harming
intent. Such overdoses should be reported regardless of sequelae.

Lack of efficacy per se will not be reported as an AE or SAE. Such instances will be captured
in the efficacy assessments.
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Events NOT Meeting the AE Definition
e Medical or surgical procedure (e.g., endoscopy, appendectomy): the condition that
leads to the procedure is the AE.
e Situations in which an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital).
e Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present or
detected at the start of the study that do not worsen.

10.2.2. Definition of ADR
e “Adverse drug reaction” or “adverse reaction” means a response to a medicine in humans
which is noxious and unintended and which occurs at any dose and which can also result
from overdose, misuse or abuse of a medicine. The phrase "responses to a medicinal
product" means that a causal relationship between a medicinal product and an adverse
event is at least a reasonable possibility, i.e., the relationship cannot be ruled out.
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10.2.3. Definition of SAE

If an event is not an AE per definition above, then it cannot be an SAE even if serious conditions
are met.

A SAE is defined as any untoward medical occurrence that, at any dose:

a. Results in death

b. Is life-threatening

The term 'life-threatening' in the definition of 'serious' refers to an event in which the participant
was at risk of death at the time of the event. It does not refer to an event, which hypothetically
might have caused death, if it were more severe.

c. Requires inpatient hospitalization or prolongation of existing hospitalization

In general, hospitalization signifies that the participant has been detained (usually involving at
least an overnight stay) at the hospital or emergency ward for observation and/or treatment that
would not have been appropriate in the physician’s office or outpatient setting. Complications
that occur during hospitalization are AEs. If a complication prolongs hospitalization or fulfills
any other serious criteria, the event is serious. When in doubt as to whether “hospitalization”
occurred or was necessary, the AE should be considered serious.

Hospitalization for elective treatment of a pre-existing condition that did not worsen from
baseline is not considered an AE.

d. Results in persistent disability/incapacity

e The term disability means a substantial disruption of a person’s ability to conduct normal
life functions.

e This definition is not intended to include experiences of relatively minor medical
significance such as uncomplicated headache, nausea, vomiting, diarrhea, influenza, and
accidental trauma (e.g. sprained ankle) which may interfere with or prevent everyday life
functions but do not constitute a substantial disruption.

e. Is a congenital anomaly/birth defect
f. Is a medically significant / important event or reaction:

e Medical or scientific judgment should be exercised in deciding whether SAE reporting

is appropriate in other situations such as important medical events that may not be
immediately life-threatening or result in death or hospitalization but may jeopardize the
participant or may require medical or surgical intervention to prevent one of the other
outcomes listed in the above definition. These events should usually be considered
serious.
Examples of such events include invasive or malignant cancers, intensive treatment in
an emergency room or at home for allergic bronchospasm, blood dyscrasias or
convulsions that do not result in hospitalization, or development of drug dependency or
drug abuse.

10.2.4. Definition of Serious Adverse Drug Reaction (Serious ADR)

When an adverse event is judged to be serious and related (see Section 10.2.6.4) to an
investigational product, it is referred to as Serious ADR and is subject to expedited reporting (see
Section [).
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10.2.5.  Definition of AESI

Adverse events of special interest (AESIs) are adverse events that the sponsor wants to monitor
carefully and which are subject to expedited reporting (within 24 hours) from the investigator to
the Sponsor or representative following the same process and timelines than the SAEs.

In this trial the following AEs will be collected and reported as AESI:

e Anaphylactic reaction

e >QGrade 2 intensity (severity) and/or serious AE related to increase of heart rate (HR);
e >QGrade 2 intensity (severity) and/or serious AE related to decrease of SBP;

e >QGrade 2 intensity (severity) and/or serious AE related to decrease of DBP;

e >QGrade 2 intensity (severity) and/or serious eye symptom-related AE.
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10.2.6. Recording and Follow-up of AEs and SAEs
10.2.6.1. AE and SAE Recording

e (are will be taken not to introduce bias when detecting AE and SAE. Open-ended and
non-leading verbal questioning of the participant is the preferred method to inquire about
AE occurrences.

e When an AE/SAE occurs, it is the responsibility of the investigator to review all
documentation (e.g., hospital progress notes, laboratory reports, and diagnostics reports)
related to the event.

e The investigator will then record all relevant AE/SAE information in the CRF.

e AE will be reported on the AE CRF using a recognized medical term or diagnosis that
accurately reflects the event.

e AE evaluations will be reviewed by the principal investigator or a medically qualified
delegate. AE CRF pages are to be completed by members of the study team designated in
writing by the principal investigator. The onset and resolution dates of an AE and action
taken in response to the AE will be documented.

e After the initial AE/SAE report, the investigator is required to proactively follow each
participant at subsequent visits/contacts. All SAE and non-serious AESI will be followed
until resolution, stabilization, the event is otherwise explained, or the participant is lost to
follow-up.

e [t is not acceptable for the investigator to send photocopies of the participant’s medical
records to the sponsor in lieu of completion of the AE/SAE CRF page.

e There may be instances when copies of medical records for certain cases are requested by
the medical monitor, the IDMC or the sponsor. In this case, all participant identifiers, with
the exception of the participant number, will be redacted on the copies of the medical records
before submission.

e The investigator will attempt to establish a diagnosis of the event based on signs, symptoms,
and/or other clinical information. Whenever possible, the diagnosis (not the individual
signs/symptoms) will be documented as the AE/SAE.

e SAE will be assessed for severity and causal relationship to the study investigational
medicinal product.
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10.2.6.2. Follow-up of AEs and SAEs and Resolution

e The investigator is obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated to elucidate the nature and/or
causality of the AE or SAE as fully as possible. This may include additional laboratory tests
or investigations, histopathological examinations, or consultation with other health care
professionals.

e [faparticipant dies during participation in the study or during a recognized follow-up period,
the investigator will provide the sponsor with a copy of any post-mortem findings including
histopathology, if available.

e New or updated information will be recorded in the CRF.

e The investigator will submit any updated SAE data to the sponsor within 24 hours of receipt
of the information.

e The onset and resolution dates of the event and medical care taken in response to the event
will be documented.

e AEs will be considered resolved when the condition returns to normal or returns to the
participant’s baseline status as established during the Screening Phase, or when the condition
has stabilized with the expectation that it will remain chronic

e If the event has not resolved by the final study visit, it will be documented as “ongoing” on
the eCRF, however, follow-up of the SAE must continue until resolved or the condition has
stabilized. Information recorded on the CRF must be substantiated in the source documents.

e The resolution date to be recorded on the CRF is the last date on which the participant
experienced the AE.
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10.2.6.3. Assessment of AE/SAE Intensity

The investigator will assess intensity (severity) for each AE and SAE reported during the study
and assign 1 of 5 grades:

e Grade 1: Mild

e Grade 2: Moderate

e Grade 3: Severe

e Grade 4: Potentially life-threatening

e Grade 5: Death (where applicable)

It is recommended that definitions provided in the Division of AIDS (DAIDS) Table for Grading
the Severity of Adult and Pediatric Adverse Events, Version 2.1 of July 2017 (reported in
Section 10.4, Appendix 4) be followed. The DAIDS Table provides definitions of intensity
grades 1 to 4 for numerous major clinical conditions and laboratory parameters, organized by
body system. Furthermore, for conditions and parameters not specifically identified, the DAIDS

It should be noted that the investigator is not obliged to use the definitions reported in Appendix
4 and medical judgement should prevail.

An event is defined as ‘serious’ when it meets at least 1 of the predefined outcomes as described
in the definition of an SAE (see Section 10.2.2), not when it is rated as severe.

10.2.6.4. Assessment of AE/SAE Causality (Relatedness)

e The investigator is obligated to assess the relationship between study intervention and each
occurrence of each AE/SAE.

e The causality assessment will be determined using a two-level scale: related or not related.

e An AE/SAE is considered related to study intervention if there is a reasonable possibility
that the study intervention contributed to the AE.

e Not-related means there is no reasonable possibility that the AE is causally related to
administration of the study intervention. There are other more likely causes for the AE.

e The investigator will use clinical judgement to determine the relationship.

e Alternative causes, such as underlying disease(s), concomitant therapy, and other risk
factors, as well as the temporal relationship of the event to study intervention administration
will be considered and investigated.

e For each AE/SAE, the investigator must document in the medical notes that he/she has
reviewed the AE/SAE and has provided an assessment of causality.

e There may be situations in which an SAE has occurred, and the investigator has minimal
information to include in the initial report. However, it is very important that the
investigator always assess causality for every event before the initial transmission of
the SAE data.
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e The investigator may change his/her opinion of causality in light of follow-up information
and send a SAE follow-up report with the updated causality assessment.

e The causality assessment is one of the criteria used when determining regulatory reporting
requirements (see Section 10.2.6).

10.2.6.5. Assessment of AE/SAE Expectedness

Expected adverse events are adverse events consistent with the applicable product information
provided by the sponsor (investigator brochure for TBA-7371 and package insert for
Rifafour® e-275 HRZE).

10.2.6.6. Assessment of SAE Outcome

The outcome of each SAE must be reported to the sponsor, even if this extends beyond the
SAE reporting period (i.e. after the final study visit).

For analysis purposes, the outcome for SAE will be determined on the final study visit.

Outcome of all AE will be classified as one of the following:
e Resolved
e Resolved with sequelae
e Ongoing
e Death

10.2.7. Reporting of SAE, Serious ADR, AESI and Other Events

10.2.7.1. Reporting to Sponsor Delegate’s (CRO Safety Team) Via the Electronic Data
Collection Tool

e The primary mechanism for reporting an SAE by the investigator to the sponsor or
delegate (e.g. CRO safety team) will be the electronic data collection tool.

e The site will enter the SAE data into the electronic system as soon as it is identified.

e All SAE (related and unrelated) and AESI must be reported to the sponsor or delegate
throughout the study.

e Serious ADRs are reported to the sponsor or delegate even after the trial is over, if the
sponsor, Medical Monitor or PI become aware of them.

e The investigator must not wait to collect additional information to fully document the
event before notifying the CRO Safety team of an SAE. The initial notification should
include at least the following:

o Protocol number and name and contact number of the investigator

o Participant ID number (and initials and date of birth, if available)
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o Date participant received study investigational medicinal product.
o SAE and date of event onset
o Current status of participant

NOTE: the reporting must be done anyway even if one or more of the above items
are missing

e The investigator is responsible for applicable expedited safety report submission to the
sponsor or delegate and the sponsor or delegate reports to SAHPRA within specific
time periods of being notified of the event. Therefore, it is important that the
investigator submit additional information requested as soon as it becomes available.

e All fatal and life-threatening Suspected Unexpected Serious Adverse Reactions
(SUSARS) are to be reported to SAHPRA with 7 calendar days after first knowledge
with a complete report to be submitted within an additional 8 calendar days. Non-fatal
and life-threatening SUSARSs need to be reported to SAHPRA no later than 15 calendar
days after first knowledge. The same timelines apply to follow-up information received
for the SUSARSs.

e The sponsor will notify the IDMC of all SUSARs within the same timelines the report
is send to investigators, health authorities, IEC and other relevant parties. Any follow-
up report will be sent with the same timelines.

e If'the electronic system is unavailable, the site may use the paper SAE data collection
tool (see Section 10.2.6.2) instead of the electronic data collection tool, in order to
report the event within 24 hours of becoming aware.

e After the study is completed at a given site, if used, the electronic data collection tool
will be taken off-line to prevent the entry of new data or changes to existing data.

e [fa site receives a report of a new SAE from a study participant or receives updated
data on a previously reported SAE after the electronic data collection tool has been
taken off-line, then the site can report this information on a paper SAE form (see
Section 10.2.6.2).

e Contacts for SAE reporting and for all safety personnel are contained in the Team
Contact List which will be maintained by the study sponsor.

e Refer to Section 10.2.6.4 for the reporting schema.

10.2.7.2. SAE Reporting via paper CRF

e [f the CRF cannot be completed, the Supplemental SAE Report (paper form) should be
completed by the PI or his/her designee, and scanned and emailed, or faxed to the CRO
Safety Team. The investigator is responsible for ensuring an adequate transmission of
the fax and will store the distribution confirmation in the study file.
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e In rare circumstances and in the absence of facsimile equipment, notification by
telephone is acceptable with a copy of the SAE report form sent by overnight mail or
courier service.

¢ Initial notification via telephone does not replace the need for the investigator to
complete and sign the SAE CRF pages within the designated reporting time frames.

10.2.7.3. Other Events Requiring Immediate Reporting

e The investigator must report the following events by scanning and emailing, or faxing the
appropriate form to the local medical monitor within 24 hours of becoming aware of the
event:

o Withdrawal of consent during the study for medical reasons (Immediately Reportable
Event Form)

o Emergency unmasking (unblinding) (Immediately Reportable Event Form) (not
applicable for this trial)

o Protocol violation affecting the safety of a participant (Immediately Reportable Event
Form)

o Any event that, in the opinion of the investigator, precludes further administration of
the study drug (Immediately Reportable Event Form, unless meets SAE criteria)

o Pregnancy (Immediately Reportable Event Form, and Pregnancy Notification Form)
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10.2.7.4. SAF and Serious ADR Reporting Schemes

Assessed by investigator as non-
serious
Adverse Event _
e Enters in eCRF as AE

Assessed by investigator as serious (SAE)

Principal investigator or medically qualified delegate
e Determines intensity & causality
e Enters SAE (new or update) in EDC within 24h of becoming aware. thereby
alerting sponsor delegate (IQVIA) and sponsor

Sponsor delegate (IQVIA safety team)

e Receives trigger from EDC, logs into EDC to obtain SAE information

o Processes SAE in Safety Database, raises necessary queries to site

e Sends case to Medical Safety Advisor (MSA) who performs medical review and
raises medical safety queries

MSA

e Sends case back to safety team to address feedback from Safety Team

Safety team

e Sends case to Sponsor safety contact for final case approval

e Follows up all queries until resolved

PI

e Responds directly in EDC

Sponsor delegate (IQVIA safety team)

e Assesses whether the case meets expedited reporting requirements

e If case is reportable. reports it to the sites and to the health authority/s and/or
IRB/IEC
Completes a cover letter to include instruction for onward IRB/IEC reporting by site

I[f TBA-7371 or HRZE -related serious ADR, asse local requirements and makes
any necessary submissions to sites/ health anthor and/or IRB/TEC
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10.3. Appendix 3. Contraceptive Guidance and Collection of Pregnancy
Information

Definitions:

Female of Childbearing Potential (FOCBP)

A female is considered fertile following menarche. If fertility is uncertain (e.g. amenorrhea in
adolescents) and a menstrual cycle cannot be confirmed before first dose of study intervention,
additional evaluation should be considered. If in doubt, the participant should be considered
fertile.

Women in the following categories are not considered FOCBP

1. Premenarchal
2. Documented hysterectomy, bilateral salpingectomy or bilateral oophorectomy

o For individuals with permanent infertility due to an alternate medical cause other than
the above, (e.g. mullerian agenesis, androgen insensitivity), investigator discretion
should be applied to determining study entry.

Note: Documentation can come from the site personnel’s: review of the participant’s medical
records, medical examination, or medical history interview.
Contraception Guidance:

Women physically capable of pregnancy must agree to use an acceptable method of avoiding
pregnancy for 1 month after the last dose of study medication.

Male participants of childbearing potential must agree to use an acceptable method of
contraception for 3 months after the last dose of the study medication and must also refrain from
sperm donation through 3 months after receiving the last dose of study medication.

Acceptable methods of avoiding pregnancy include:

e sexual abstinence (not engaging in sexual intercourse)

e aconfirmed sterile partner

Or at least 2 of the below contraceptive methods

e hormonal contraceptives (oral, injection, transdermal patch, or implant)
e Intra Uterine Device (IUD)

e male or female condom

e diaphragm

Collection and Reporting Pregnancy Information

Male and female participants will be provided with information on acceptable methods of
contraception as part of the informed consent process and will be asked to sign the ICF stating
that they understand the requirements for avoidance of pregnancy.
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In the event of a pregnancy by a female participant or pregnancy by a sexual partner of a male
participant, the processes outlined below must be followed.

The investigator will collect pregnancy information on any female participant who becomes
pregnant while participating in this study. Information will be recorded on the appropriate form
and submitted to the sponsor within 24 hours of learning of a participant's pregnancy.

Investigators must make an effort to collect outcomes of pregnancies discovered during the
study and communicate them to the sponsor and/or CRO. The health status of the mother and
child, the date of delivery, and the child’s sex, birth weight and multiparity should be recorded
and be reported to the medical monitor after delivery. If delivery occurs before the last
scheduled study visit, the participant should continue to be followed to determine the outcome
of the pregnancy, and for SAEs through the final study visit unless withdrawal of consent has
occurred. If delivery occurs after the final study visit, the investigator should attempt to
maintain contact with the participant to obtain information after delivery.

The investigator will collect follow-up information on the participant and the neonate, and the
information will be forwarded to the sponsor. Generally, follow-up will not be required for
longer than 6 weeks beyond the estimated delivery date. Any termination of pregnancy will be
reported, regardless of fetal status (presence or absence of anomalies) or indication for the
procedure.

While pregnancy itself is not considered to be an AE or SAE, any pregnancy complication or
elective termination of a pregnancy will be reported as an AE or SAE. Abnormal pregnancy
outcomes (e.g. spontaneous abortion, fetal death, stillbirth, congenital anomalies, ectopic
pregnancy) are considered SAEs.

Any post-study pregnancy-related SAE considered related to the study intervention by the
investigator will be reported to the sponsor. While the investigator is not obligated to actively
seek this information in former study participants, he or she may learn of an SAE through
spontaneous reporting.
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10.4. Appendix 4. Division of AIDS (DAIDS) Table for Grading Intensity
(Severity) of Adverse Events
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Glossary and Acronyms

AE

ALT (SGPT)

ANC

AST (8GOT)

AV

Basic Self-care Functions

BMI z-score

BMD t-score

BMD z-score

BPAP

Chemical Pregnancy

CPAP
DAERS

Disability

ECG
eGFR.
Hospitalization

Adverse event; Any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom, or disease temporally
associated with the use of a medical treatment or procedure regardless
of whether it 18 considered related to the medical treatment or
procedure.

Alanine aminotransferase (serum glutamic pyruvic tramsaminase)
Absolute neutrophil count

Aspartate ammnotransferase (serum glufamic-oxaloacetic fransaminase)
Atrioventricular

Adult

Activities such as bathing, dressing, toileting, transfer or movement,
continence, and feeding.

Young Children

Activities that are age and culturally appropriate, such as feeding one’s
self with culturally appropriate eating implements.

Body mass index z- score; A body reference norm Specifically, the
tumber of standard deviations a participant's BMI differs from the
average BMI for their age, sex, and ethnicity.

Bone mineral density t-score; The number of standard deviations above
or below the mean bone mineral density of a healthy 30 year old adult
of the same sex and ethnicity as the participant.

Bone mineral density z-score; The number of standard devaations a
participant's BMD differs from the average BMD for their age, sex, and
ethnicity.

Bilevel positive atrway pressure; A mode used during noninvasive
positive pressure ventilation.

A pregnancy in which a positive pregnancy test 15 followed by a
negative pregnancy test without evidence of a clinical pregnancy loss.
Central nervous system

Continuous positive airway pressure

DAIDS Adverse Experience Feporting Svstem; An internet-bazed

system developed for clinical research sites to report Expedited
Adverse Events (EAEs) to DAIDS. It facilitates timely EAE report

submission and serves as a centralized location for accessing and
processing EAE information for reporting purposes.

A substantial disruption of a person’s ability to conduct normal life
functions.

Electrocardiogram

Estimated glomerular filtration rate

Does not include the following hospital admissions: under 24 hours,
unrelated to an adverse event (e.z., for labor and delivery, cosmetic
surgery, social of admunistrative for temporary placement [for lack of a
place to sleep]), protocol-specified, and for diagnosis or therapy of a
condition that existed before the receipt of a study agent and which has
not increased in severity or frequency.

International normalized ratic

DAIDE AE Grading Table Comected Version 2.1-Tuly 2017

Page 1



CONFIDENTIAL Protocol Gates MRI-TBD03-201 ’ [Version 4, 07 Jul 2020

Gates Medical Research Institute 99



CONFIDENTIAL Protocol Gates MRI-TBD03-201 ’ [Version 4, 07 Jul 2020

Gates Medical Research Institute 100



CONFIDENTIAL Protocol Gates MRI-TBD03-201 ’ [Version 4, 07 Jul 2020

Gates Medical Research Institute 101



CONFIDENTIAL Protocol Gates MRI-TBD03-201 \ [Version 4, 07 Jul 2020

Instructions for Use

When reporting using DAERS, other clinically sigmificant events associated with a primary AE
term that more fully describe the nature, severity, or complications of the primary AE term
should be entered in the “Other Events™ section. However, the seventy grade for these events
must be lower than or equal to the severity grade of the primary AE term. In the example above,
dyspnea and angioedema of the face may be entered in the “Other Events™ section, because they
are more descriptive and provide additional information on the severity of the acute allergic
reactionn. However, their severity grades must be lower than or equal to the severity grade of the
primary AE term of “Acute Allergic Reaction™

Differences exist in the reporting and recording of information (e.g., signs and symptoms,
clinically significant events) in DAERS and CRFs. Therefore, sites should refer to their
protocols and CRF requirements for further instructions,.

Grading Adult and Pediatric AEs

When a single parameter is not appropriate for grading an AE in both adult and pediatric
populations, separate parameters with specified age ranges are provided. If no distinction
between adult and pediatric populations has been made, the listed parameter should be used for
grading an AFE in both populations.

Reporting Pregnancy Outcomes

In the Pregnancy, Puerperium, and Perinatal section, all parameters are pregnancy outcomes
and should be reported using the mother's participant ID. If an infant 15 not enrolled i1 the same
study as the mother, any 1dentified birth defects should be reported using the mother's participant
ID. However, if an infant 1s enrolled 1n the same study as the mother or 1n another study, any
identified birth defects should be reported using the infant's participant ID. Sites should refer to
the applicable network standards for reporting abnormal pregnancy outcomes on the CRFs.

Determining Severity Grade for Parameters between Grades
If the severity of an AE could fall in either one of two grades (1.e., the sevenity of an AE could be
either grade 2 or grade 3), sites should select the higher of the two grades.

Laboratory Values

General An asymptomatic, abnormal laboratory finding without an accompanying AE should
not be reported to DAIDS in an expedited timeframe unless it meets protocol-specific reporting
requirements. Sites should refer to the applicable network standards for reporting abnormal
laboratory findings on the chinical case report forms.

Values below Grade 1. Any laboratory value that 1s between the ULN and grade 1 (for high
values) or the LLN and grade 1 (for low values) should not be graded or reported as an AE.
Sites should consult the Manual for Expedited Reparting of Adverse Events to DAIDS, Version
2.0 and their protocol when making an assessment of the need to report an AE.

Overlap of Local Labaratory Normal Values with Grading Table Ranges. When local laboratory
normal values fall within grading table laboratory ranges, the severity grading 1s based on the
ranges in the grading table unless there 15 a protocol-specific grading criterion for the laboratory

DAIDS AE Grading Table Comrected Varsion 1.1- Tuly 2017
Page 5
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Cardiovascular
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Arrhythmia Mo symptoms: AND | No symptoms AND Mon-life-threatenmg Lifa-threatening
(by ECG or phvsical Mo mtervention Mon-urgent symptoms AND arthvthmia OF Urgent
exammation) indicated intervention Mon-urgent mtervention mdicated
Specify npe, if indicated mtervention mndiwcated
applicabls

Blood Pressure
Abnormalities

Hypertension {with
the lowest reading

140 to < 160 mmHg
systoliz

= 160 to < 180
mmHg systole

= 180 mmHg syetolic
OF.

Lifa-threatenmng
consequUances in 3

percentile + 5 mmHg
adjusted for age,
height, and gendar
{gystohe and/or

+ 5 mmHg adjusted
for age, height, and
gender (systohe
and or diastolie)

consequUances: in a
participant not
pravigusly diagnosed

with hypertension (e.g.,

taksn gfter repear OF OR 2_1IU' mmHg participant nat
terting during a visit) 90 to = 100 mmHg =100 to =110 diastolic previously diagnosed
2 18 years af age diastolie mmHg diastolic \\'lﬂf.l hypertension I:e..g.,
malignant hypertension)
OF Hospitalization
mdicated
= 15 years of age = 120/80 mmHg = Q5E o = G9 = 99 parcentila Lifa-threatening

abnommalities

hyponemia) OR
Intervention
mdicatad (e.g.,
oxygen)

mdicated (e.g.,
vasoactive medications

ventricular azsist devics

heart transplant)

dizstolie) mahgnant hypertension)
OFE Hospitalization
mdicated
Hypotension Neo symptoms Symptoms corrected | Symptoms AND IV Shock requirng use of
with oral fluid fluids indicated VALOPIess0TS oF
replacement mechanical assistance to
mawmtain blood pressurs
Cardiac Ischemia or HA MA Mew symptoms with | Unstable angima OF.
Infarction ischemia (stable Acute myocardial
Report only one :mg:un} OR New mfarction
testmg consistent
with 1schemia
Heart Failure No symptoms AND | Symptoms with mild | Symptoms at rest or Lifa-threatenmg
Laboratory or to moderate actrvity with mmmaal activity | conzeguencez OR
cardiae magmg or exerfion or exertion (e.g., Urgent mtervention

2

! Blood pressure norms for children < 18 years of age can be found m: Expert Panel on Integrated Guidelines for Cardiovaseular

Health and Fisk Reduction m Children and Adolescents. Pediarrics 2011;128;5213; origmally published enline November 14,

2011; DOT: 10.1542/peds 2009-2107C.
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ulcerations of
mucous membrane
limited to one site

Dermatologic
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Alopecia (zcalp only) Detectable by study | Obvicus on visual NA HA
participant, mspection AND
caregiver, or Causing greater than
physician AND mmimal intarference
Causing no or with usual social &
minmmal functional activities
intarferance with
usual social &
functional activities
Bruising Localized to one Localized to more Ceneralized NA
area than one area
Cellulitis HNA Non-parenteral IV treatment Life-threatenmg
freatment indicated mdiwated (e.g., [V consaquencas (e.g.,
(e.g., oral antibiotics, | antibiohcs, sepsis, tissue necrosi)
antifungals, antifungals,
antivirals) antivirals)
Hyperpigmentation Slight or localized Marked or NA NA
causing ne or generalized cauzimg
minmmal greater than minmal
interfarance with mterference with
usual social & uszual social &
functional activities | functional activities
Hypopigmentation Slight or localized Marked or NA NA
causing ne or generalized causing
minmmal graatar than minomal
interferance with mterference with
usual social & usual social &
functional activities | functional activities
Patechiae Localized to one Localized to mors Generalized NA
area than one area
Pruritus® Itchmg cauzing no Itching causing Itching cauzing NA
(without skin lesions) or minmmal greater than minmal | inability to perform
interferance with nterference with usual social &
uszual social & uszual social & functional activities
functional activities | functional activities
Rash Localized rash Diffuse rash OF, Diffuse rash AND Extensive or generalized
Specifi tpe, if Target lazions Vesicles or limited bullous lestons OF
applicable number of bullae or Ulceration of mucous
superficial meambrane imvolving

two or more distinet
mucosal sites QR
Stevens-Johnson

syndrome OR Toxic

epidermal necrolysis

3 For pruritus associated with injections or mfusions, see the Site Reactions to Injsctions and Jrfusions section (page 23).

DAIDE AE Grading Table Comected Version 2.1-Fuly 2017
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participant,
caregiver, or
physician AND
Causing no or
minmal
mterfarence with
uznal soeial &
funetional activities

mspection AND
Canzmg greater than
mmimal intarfarence
with uznal soeial &
functional activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Lipuliypern‘oplt}'s Detectable by study | Obvious on visual Disfiguring changes WA

¥ Definition: A& dizorder characterized by abnomal fat accumulztion on the back of the neck, breasts, and abdomen.

Gates Medical Research Institute
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Gastrointestinal
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING

Mucositis or Stomatitis | MMucozal anvthema Patchy Confluent Life-threatenmg

Report only one and pseudomembranes or | pzeudomembranes or | consequences (e.g.,
ulecerations uleerations OR aspiration, choking) OR

specify location

Mucosal blaading
with mmor trauma

Tissue nacrosis OR
Diffuse spontaneous
mucosal bleeding

mtermittant AND
Mo or minimal
mterference with
oral intake

with no or mild
delydration

resulting in
orthostatic
hypotension O
Aggressive
rehydration mdicated

(e.g., IV fluids)

Nausea Transient (< 24 Persistant nausea Persistent nausea Life-threatenmg
hours) or resulting m resulting in mmimal consequences (e.g.,
mtermittant AND decreased oral mtake | oral intake for > 48 hypotensive shoek)
Mo or minimal for 24 to 48 hours hours QR
mterference with Eehydration
oral ntaka indicated (e.g., IV

fluids)

Pancreatitis NA Symptoms with Symptoms with Life-threatenmg
hospitalization not hospitalization conzaquences (.8,
indicated indicated circulatory fail.ure_:

hemorthage, sepais)

Perforation NA NA Intervention Life-threatenmg

(colem or rectum) indicated congsequences

Proctitis Rectal discomfort Symptoms causing Symptoms causmg Life-threatenmg
with no mtervention | greater than mmimal | inability to perform consequences (e.g.,
mdicated intarference with usual social & parforation)

usual social & functional activities
functional activities OR Orperative

OF Medical mtervention indicated
intervention

indicated

Rectal Discharge Visible discharge Discharge requiring NA MNA
the uze of pads

Vomiting Transient or Frequent episodes Persistent vomiting Life-threatenmg

consequences (e.g.,
hypotensive shock)

Gates Medical Research Institute

DAIDE AE Grading Table Comrectad Version 2.1- July 2017

Page 13

110




CONFIDENTIAL Protocol Gates MRI-TBD03-201 ’ [Version 4, 07 Jul 2020

Gates Medical Research Institute 111



CONFIDENTIAL

Neurologic

Protocol Gates MRI-TBD03-201

| [Version 4, 07 Jul 2020

no or minmal
mterferencea with
usual zocial &
functional activities
DR Mo symptoms
with ataxia detected
on exammnation

greater than minimal
interfarance with
uzual social &
functional activities

mability to perform
uzual social &
functional activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Acute CNS Ischemia NA MNA Tranzient 1schemic Cerebral vaseular
attack accident (e.g., stroke
with neurclogical
deficit)
Altered Mental Status Changes causmg no | Mild lethargy or Confision, memory Delrmm OR
(for Dementia, see or mmimal somnolence causing | mpamment, lethargy, | Obtundation OR
Cognitive, Behavioral, or | mterference with greater than mimimal | er somnolence Coma
Artentional Disturbance usual social & nterfarence with cansing nability to
below) functional activities | uvzual social & perform usual social
functional actrvities & functional
activities
Ataxia Symptoms causing Symptoms causmg Symptoms causing Dizabling eymptoms

causing inabihty to
perform bazie self-cars
functions

Cognitive, Behavioral,
or Attentional
Disturbance (mecludes
dementia and attention

deficit dizorder)
Specify tupe. (fapplicable

Disability cauzing
no or minmal
mberferance with
usual social &
functional activities
OFR. Specialized
resources not
mdicated

Dizability cansing
greater than minimal
interference with
uszual social &
functional activities
OFR Specialized
TESOUICES On part-
time basis mdicated

Disability causing
mability to perform
usual social &
functional activities
OF Specialized
resources on a full-
time basis mdicated

Dizability causing
mability to perform
basic self-care functions
OF Institutionalization
mdicated

Developmental Delay
= 1 & years of age

Specify nupe, if applicable

Mild developmental
delay, either motor
or cognitive, as
determined by
comparnson with 2
developmantal
sereening tool
appropriate for the
satting

Moderate
developmental dalay,
either motor or
cognitive, ag
determmed by
comparizon with a
developmental
sereaning tool
appropriate for the
setting

Hevers
developmental delay,
aither motor or
cognitive, as
determmnead by
comparizon with a
developmental
sereanme tool
appropriate for the
setting

Davelopmantal
regreszion, either motor
or cognitive, ag
determimead by
comparizon with a
developmental
sereenmg tool
appropriate for the
settng

Headache

Symptoms causing
no or minmmal
mterference with
usual social &
functional activities

Svmptoms causmg
greater than minmmal
mterfarence with
uszual social &
functional activities

Symptoms causing
mability to perform
uzual social &

functional activities

Symptoms causmg
mability to perform
bazic self-care functions
OF Hosprtalization
mdicated OF Headache
with significant
mpaiment of aleriness
or other neurologic
funection

Gates Medical Research Institute
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Pregnancy, Puerperium, and Perinatal

PARAMETER GRADE 1 GRADE 1 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Stillbirth (report using MNA HNA Fetal death oceurring | NA
mother's participant 1) at» 20 weeks

Report only one gestation

Preterm Birth (report Live birth at 34 10 Live birth at 28 to Live birth at 24 to Live burth at < 24 weeks

using mothar's < 37 weaks < 34 waalks = 18 waaks gestational age
participant ID) gestational age gestational age gestational age

Spontaneous Abortion Chemical Uncomplicated Complicated MHA

or Misurn'.:g!-" (report | pregnancy spontanecus abortion | spontanecus abortion

using mother's Of miscarriage or miscarriage

participant [D)

Report only one

" Definition: A pregnancy loss ocourring at < 20 weeks gestational age.

DAIDE AE Grading Table Comrected Version 2.1-Faly 2017
Page 17
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volume m 1 second
or paak flow
reduced to

= 70 to < 80% QR
Mild symptoms
with intervention
not mdicated

volume in | second
or peak flow 30 to

< 70% DR Symptoms
with mtervention
mdicatad OF
Symptoms cauzing
greater than minmal
mterference with
usual social &
funectional acteities

volume in | second
or peak flow 25 to
< 50% OR
Symptoms causing
mability to perform
usual social &
functional activities

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Acute Bronchospasm Forced expiratory Forced expoatory Forced expoatory Forced expratory

volume m 1 second or
peak flow < 25% QR
Life-threatenmg
respiratory or
hemodynamic
compromise OF
Intubation

Dyspnea or Respiratory
Distress

Report only one

Dyzpnea on
exertion with no or
minmal
interfarence with
wzual social &
functional activities
QR Wheezing OF,
Minimal merease in
respiratory rate for
age

Diyvepnea on exertion
causing greater than
mmimal interfarence
with usual social &
functional actvities
OFR Masal flaring OF
Intercostal retractions
OFR Pulze oximetry
%0 to < 95%

Diyvspnea at rest
causing inaklity to
perform usual zocial
& funetional
activities ORF Pulse
oxmetry < 90%

Respiratory failure with
ventilator support
indicated (e.g., CPAP,
BPAP, mtubation)

Gates Medical Research Institute
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temperatures cnly)

1004 to = 101.5°F

or= 1005 to
< 102.7°F

> 102.7 to < 104.0°F

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Acute Allergic Localized urticaria Localized urticaria | Generalized urticaria Acute anaphylaxis OR
Reaction (wheals) with no with intervention OF Angioedema with | Life-threatening
medical intervention indicated OF, Mild mtervention mdicated | bronchospasm OF
mdicated angicedema with DR Symptoms of Larvngeal edema
no mtervention mild bronchospasm
indicated
Chills Symptoms causing no | Symptoms causmg | Symptoms causing HA
or minmmal greater than mability to perform
mterference with minmmal usual social &
usual social & interference with functional activitiag
functional activities usual social &
functional activities
Cytokine Release Mild signs and Therapy (iLe., Prolonged severe Life-threatenmng
Syndrome® symptoms AND antibody mfusion) signs and sy mptoms consequences (a.g.,
Therapy (ie., interruption OF Fecumrence of TequUITINE pressor or
antibody infusion) indicated AND symptoms following ventilator support)
interruption not Fasponds promptly | mitial improvement
mdicated to eymptomatic
treatment OR
Prophylactic
madications
indicated for < 24
hours
Fatigue or Malaise Symptoms causing ne | Symptoms causmg | Symptoms causing Incapacitating symptoms
Report only one or minmmal graater than mability to perform of fatigue or malaise
mterference with mingmal usual social & causmg mability to
wsual social & interfarence with functional activities perform basic self-care
functional activities uszual social & functions
functional actrities
Fever {non-axillary 38040 = 38.6°C or >38.6 to=30.3°C | 2393t0 < 40.0°Cor | = 40.0°C or> 104.0°F

Pain? (not azsociatad
with study agent
mjections and not
specified elsewhera)

Specify location

Pain cansing no or
minimal interference
with usual social &
functional activities

Pain causing
greatar than
mintmal
interfarence with
uszual social &

functional activities

Pain causing mability
to perform usual
social & functional
activities

Dizablng pam causing
inability to parform baszic
self-care functions OR
Hospitalization indicatad

£ Definition: A disorder characterized by nausea, headache, tachycardia, hypotension, rash, and'or shortness of breath.
¥ For pain aszociated with mjections or mfusions, see the Site Reactions to Injestions and Inflisions section (page 23).
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Urmary

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Urinary Tract NA Simns or symptoms Signs or symptoms of | Obstruction canzmg
Obstroction of urinary tract urinary tract life-thraataning
obstruction without obstruction with consequences
hvdronephrosis or hvdronephrosis ar
renal dysfunction renal dysfunction

DAIDS AE Grading Table Coorected Version 2 1-Tuly 2017
Page 23
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Chemuistries
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Acidosis NA pH273t0 < LLIW pH < 7.3 without Life- | pH < 7.3 with life-
thraatening thraatenmg
consequences consequences
Albumin, Low i0te<LLN =20to<30 <20 NA
(g/dL; g/L) 3 te < LLIN 20 <30 <20
Alkaline Phosphatase, 1.25 to< 13 23 to<3.0x ULN S0to< 100 xULN > 10.0x ULN
Hizh x ULN
Alkalosis NA pH>ULNto 7.5 pH = 7.5 without life- | pH > 7.5 with life-
threateanmg threatenmg
consequences consequences
ALT or 5GPT, High 125 to= 2.5 25to<5.0x ULN 50 to<100xULN | =100xULN
Report only one xULN
Amylase (Pancreaticor | 1.1 to<13x UL | 1.5 to<3.0x ULN 0 to<350x ULN >30xULN
Amylase (Total), High
Report only one
AST or SGOT, High 1.25 to= 1.5 15 to=50x ULN 50 to=10.0xULN | =100xULN
Report only one x ULW
Bicarbonate, Low 16.0te< LLN 11.0 to < 16.0 B0 te<11.0 < B0
(mEq/L; mmolL) 16.00 = LLN 11.0 te = 16.0 &0 w=110 < 8.4
Bilirubin
Dirger Bilirubin'?,
High A NA > ULN with other > ULN with life-
= 28 days qf age signs and symptoms threatenmg
of hepatotoxicity. consequences (e.g.,
signs and symptoms of
liver failure)
€ 28 days afage ULN to £ | mg'dL. >1to<1.5mgdL >1.5t0 € lmg/dl >1mg/dL
Toral Bilirubin, High
> 28 days af age l.l1to< L6x ULN lbto=26x ULN 2hto<i0x ULN >30xULN
= 28 day: ef age See Appendix A, See Appendix A, See Appendix A. See Appendix A. Total
Tetal Bilirubmn for Total Biloubm for Tetal Bilorubmn for Bilirubin for Term and
Tenm and Preterm Term and Preterm Term and Pretenn Praterm Weonates
Neonates Meonates Meonates

*Remmder: An asymptomatic abnormal laboratery finding without an accompanymg AE should not be reported to DAIDS in an

expedited tima frame unless it meets protocol-spacific reporting requiramants,

U Direct bilirubin > 1.5 mg/'dL in a participant < 28 davs of age should be graded as grade 2, if < 10% of the total bilirubin.
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Chemistries
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Glucose, Low
(mg'dL; mmell)
I " 33 to 64 40 to = 53 0 to = 40 <30
2 1 mionih afag 3.05 to <355 212 to< 305 1670 < 2.22 < 1.67
< | mownth of age 30t 54 40 to = 50 o =40 < 30
2.78 ta < 3.0 212w =<278 1.67mw=222 < .47
Lactate, High ULNte <20 = 2.0%x ULN without | Increased lactate with | Increazed lactate with
x ULN without acidosis pH < 7.3 without life- | pH < 7.3 with life-
acidosis threatenmng threatenmg
conzequences conzeqUences
Lipase, Hizh 1.1 to=15xTULN | 1.5 to<3.0xULN 30 to=3.0x ULN > 50x ULN
Lipid Disorders
(mg/dL; mmolL)
Cholesteral, Fasang,
High 200 to < 240 240 to = 300 = 300 MA
z 18 years af age 5.18 to = 610 615 to= .77 5 777
< 15 years af age 170 to < 200 200 to = 300 = 300 MNA
440 1o = 515 515 o= 777 = 177
LD, Fastng, High
=z 18 vears of age 130 to < 160 160 to = 150 =150 NA
337 ro< 412 412 o= 400 =400
> 210 < 18 years of | 110 to < 130 130 to = 1590 > 190 A
age 285 o= 334 334 o =400 =4.90
Triglyeerides, Fasang, | 130 to 300 =300 to 500 >500 to < 1,000 > 1,000
High 1.71 w0 3.42 =342t 5.7 =5.7ea 11 4 =114
Magnesium®?, Low 12 to< 14 09 to=].2 06 to=0% =06
(mEq/L; mmalL) 0.60 to = 0.70 045 to = 0.60 0.30 to = 045 = (.30
Phosphate, Low
(mg/dL; mmolL)
14 ; 20to= LN ldto=2.0 10to= 1.4 < 1.0
ki st G o 0.65 1o <« LLN 0,45 to < 0.03 0.32t0 < 0.45 < .32
1 to 14 yeavs af age 10 o<l 25 to=<3.0 15 o225 <15
097 o= 113 0.81 to = 0.97 0.48 1o < 081 < (.48
< | year of age 35 to=43 25235 15 to=25 =15
113 o= 143 081 te< 113 0.48 1o < 0.51 = (.45
Potassium, High 56 wo=h0 60 to<6.3 65 to=7.0 = 7.0
(mEq/L; mmoll) JOrw=dd g0 o= 43 0.5 to= 70 =70
Potassium, Low 10 to<ld 25 to<3.0 20 to<l5 <20
(mEq/L; mmolL) 30 w=id 25 o= 30 2.0 o= 23 <20

¥ To convert a magnesinm value from mg/dL to mmol'L, laboratories should multiply by 0.4114,

Gates Medical Research Institute
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Hematology
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING
Absolute CD4+ Count,
Low
(eell'mm?; celis/L)
7 — - 300 to < 400 200 to < 300 100 to < 200 <100
(Hot }ﬂf"iﬂfectadi 300 t0 = 400 200 to = 300 100 to = 200 = [0
Absolute Lymphocyte
Count, Low
(eell'mm?®; eallsL)
s W 600 to < 630 500 to < 600 150 te < 500 < 350
p ‘}Z";:.Z{:E“ i 0.600 x 10° to 0.500 x 16° to 0.350 x 10° 20 < 0.350 x IOF
el < 0.650x 10° < 0.600 x 10° < 0.500x 10°
Absolute Neatrophil
Count (ANC), Low
(cells/mm”; cells/L)
> 7 days of BOO te 1,000 600 to 799 400 to 359 < 400
S e 0.800 % 10° 10 1.000 | 0.600x 10°t0 0.708 | 0.400x 10°20 0.500 | < 0.400 x 10°
x 10" x 107 x 100
2 to 7 doys of age 12500 1,500 1,000 to 1,249 750 to 999 =750
1.250x 1010 1.500 | 1.000 x 10t 1.249 0.750 x 10° to 0.000 < 0.750 x I0F
x 10° x 107 x 10°
g1 day of ags 4,000 to 5,000 3,000 to 3,999 1,500 to 2,959 <1,500
4.000x JF to 3.000 x I0° to 5000 1.500 x 10° 10 2.000 < [ 500x 1P
3.000x i0F x 107 x 107
Fibrinogen, Decreased 100 to < 200 75to < 100 0te<T5 <350
(mg'dL; g/L) 1.00te < 2.00 0.75 ro < 1.00 0.350 to = 0.75 < 0.50
OR OR OR OR
0.751t0 < 1.00 > 030te<=0.73 25te =050 <0.25xLLN
xLLN xLLN *LLN OR Aszsociated with
gross bleeding
]'Inmug}uhi.l“_.Lqu
(g/dL; mmol L)1
. — 10.0t0 10.9 90t < 100 T0to < 8.0 <70
(male onls) .10t 4.7 §iTte<dl 45410 = 557 <434
= 13 years af age 9.5t0 10.4 B to< 9.5 6.5to= 8.5 <85
(female only) 5.88 to 6.45 50510 = 5.88 4.03t0 <525 <404

% 3 fale and female sex are defined as sex at birth. For transgendar participants =13 vears of age who have been on hommone
therapy for more than § conzecutive months, grade hemoglobin bazed on the gandar with which they identify (i.e., a transgender
famale should be zraded usig the femals sex at birth hemoglobin laboratory valuas).

7 The most commonly used convarsion factor to convert g'dL to mmol'L & 0.6206. For gpradmg hemoglobin results obtamed by

an analytic method with a conversion factor other than 0.6206, the result must be converted to g/'dL using appropriate convarsion

factor for the particular laboratory.
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Urinalysis
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-
THREATENING

Glyecosuria (random
collection tested by
dipstick)

Trace to 1+ or

=250 mg

2+ or= 230 to

= 300 mg

=2+ or = 500 mg

NA

Hematuria (not to be 6 to = I0 RBC: per | > 10 EBCs per high Gross, with or Lifs-threatening
reportad bazed on high power field power field without clotz OR conseguences
dipstick findmgs or on With RBC casts OR

blood believed to be of Intervention

menstrual ariging indicated

Proteinuria (random 1+ -+ i+ orhigher WA

collection tested by

dipstick)

DAIDSE AE Grading Table Corvected Version 2.1-Tuky 2017
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10.5. Appendix 5. Eye Symptom Assessment Forms

10.5.1. Study TBA7371-002, Eye Symptom Assessment Form, Screening Phase

THE ASSESSOR WILL ASK THE PARTICIPANT QUESTIONS (ITALICS) AND REPORT
ANSWERS AS INDICATED

Special attention should be paid to the following symptoms offered by the participant: blurred vision with
glasses/contact lenses on, photophobia (sensitivity to light), increased lacrimation (tearing, not to be
confused with crying), decreased color vision.

Date (MM/DD/YYYY) Time (h.min) Study Day (-1, -2, -3)
Assessor ‘s name

1) History
o Have you had any eye problems in one or both eyes in the last month? (yes/no)

If no, go to point 2)
If “yes™:

o What were you experiencing?
e Did you see an eye doctor?
e Has it resolved?

(Assessor to report patient’s feedback; record relevant patient quotes)

2) Current

o Are you having any problems in one or both eyes now or in the last 24 hours?
. Now? (yes/no)
. In the last 24 hours? (yes/no)

If no:

o The assessment is complete. We are done for today!

If yes:

e [n your own words, please describe each eye symptom and answer the questions I will ask as
precisely as you can.
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FIRST SYMPTOM

o Describe this eye symptom (Assessor to report relevant participant quotes):

Medical term (Assessor to provide preferred medical term for the symptom):

e  One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)
o Ifno, how long did it last? hours, minutes

o What made it better?

o What made it worse?

o Areyou currently receiving any treatment for this? (yes/no)

o [fyes, what treatment(s)? (Assessor to report brand and/or generic name[s])

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grading provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20).
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SECOND SYMPTOM

o Describe this eye symptom (Assessor to report relevant participant quotes):

Medical term (Assessor to provide preferred medical term for the symptom):

e One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)
e Ifno, how long did it last? hours, minutes

o What made it better?

o What made it worse?

o Are you currently receiving any treatment for this? (yes/no)

o [fyes, what treatment(s)? (Assessor to report brand and/or generic name[s])

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grading provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20).
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[Add # ] SYMPTOM

(Assessor to add more pages like this one if the participant reports more than 3 symptoms).

o Describe this eye symptom (Assessor to report relevant participant quotes):

Medical term (Assessor to provide preferred medical term for the symptom):

One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)
e Ifno, how long did it last? hours, minutes

o What made it better?

o What made it worse?

o Are you currently receiving any treatment for this? (yes/no)

o [fyes, what treatment(s)? (Assessor to report brand and/or generic name[s])

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grades provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20).
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10.5.2. Study TBA7371-002, Eye Symptoms Assessment
Study Treatment Phase (Days 1, 4, 7, 10, 14) and Follow-up Phase (Days 15, 28, 42)

THE ASSESSOR WILL ASK THE PARTICIPANT QUESTIONS (ITALICS) AND REPORT
ANSWERS AS INDICATED

Special attention should be paid to the following symptoms offered by the participant: blurred vision with
glasses/contact lenses on, photophobia (sensitivity to light), increased lacrimation (tearing, not to be
confused with crying), reduced color vision.

Date (MM/DD/YYYY) Time (h.min)
Study Day (1, 4, 7, 10, 14, 15, 28, 42, Early Withdrawal Visit)

Assessor ‘s name

o Are you having any problems in one or both eyes now? (yes/no)
e Have you had any problem since the last eye check? (yes/no)

If no to both questions:
o The assessment is complete. We are done for today!
If yes to one or both questions:

o Inyour own words, please describe each eye symptom and answer the questions 1 will ask as precisely
as you can.

FIRST SYMPTOM
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o Describe this eye symptom (Assessor to report relevant participant quotes):

Medical term (Assessor to provide preferred medical term for the symptom):

e  One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)

o Ifno, how long did it last? hours minutes

o [s it the same, better or worse compared to last time?

o What made it better?

e What made it worse?

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grades provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20).

SECOND SYMPTOM
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o Describe this eye symptom (Assessor to report relevant participant quotes):

Medical term (Assessor to provide preferred medical term for the symptom):

e  One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)

o Ifno, how long did it last? hours minutes

o [s it the same, better or worse compared to last time?

o What made it better?

e What made it worse?

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grades provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20).

[Add # ] SYMPTOM
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(Assessor to add more pages like this one if the participant reports more than 3 symptoms).

o Describe this eye symptom (Assessor to report relevant participant quotes):

e Medical term (Assessor to provide preferred medical term for the symptom):

e One or both eyes? If one, which one?

o When did it start? (dd/mm/yyyy) time (h.min)
o s it still ongoing? (yes no)

e Ifno, how long did it last? hours minutes

o [s it the same, better or worse compared to last time?

o What made it better?

o What made it worse?

e Assessor to define seriousness of symptom (non-serious/serious) based on definitions provided in
Section 10.2.2.

e Assessor to define intensity (severity) of symptoms based on grades provided in Section 10.2.5.3
and definitions provided in Section 10.4 (Appendix 4, page 20)
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Appendix 6. List of Prohibited Medications

The list 1s not comprehensive and other medications with the features listed below are also
prohibited. As outlined in Section 4.1 regarding overall study design, Rifafour® is allowed for
patients randomized to receive HRZE during the 14-day Study Treatment Phase.

Category

Drugs

Medications active
against Mtb (exclusion
criteria, Section 5.2

isoniazid, ethambutol, amikacin, bedaquiline, clofazimine, cycloserine,
delamanid, fluoroquinolones, rifabutin, rifampicin, streptomycin,
kanamycin, para-aminosalicylic acid, rifapentine, pyrazinamide,
thioacetazone, capreomycin, thioamides, metronidazole, linenezolid, rifater.

Systemic
IMMmMuNOSuppressive
medications
(exclusion criteria,
Section 5.2

TNF-alpha inhibitors, systemic corticosteroids, cyclosporine.

Strong inhibitors and
strong inducers of
CYP450 enzymes™
(exclusion criteria,
Section 5.2

Strong inhibitors of
CYP1A2

ciprofloxacin, enoxacin, fluvoxamine, clinafloxacin, rofecoxib, zafirlukast,
oltipraz.

Strong inhibitors of
CYP2B6

ticlopidine, thiotepa.

Strong inhibitors of
CYP2C8

gemfibrozil, clopidogrel.

Strong inhibitors of
CYP2C9

Miconazole.

Strong inhibitors of
CYP2C19

fluconazole, fluvoxamine, ticlopidine, fluoxetine.

Strong inhibitors of
CYP2D6

bupropion, fluoxetine, paroxetine, quinidine, dacomitinib.

Strong inhibitors of
CYP3A

boceprevir, clarithromycin, conivaptan, grapefruit juice, indinavir,
itraconazole, ketoconazole, mibefradil, nefazodone, nelfinavir,
posaconazole, ritonavir, saquenavir, telaprevir, telithromycin, voriconazole,
cobicistat, troleandomycin.

Strong inducers of
CYP2B6

Carbamazepine.

Strong inducers of
CYP3A

avasimibe, carbamazepine, phenytoin, rifampin, St. John’s wort, rifabutin,
phenobarbital, mitotane, enzalutamide.

Inhibitors of PDE
enzymes (exclusion
criteria, Section 5.2

Inhibitors of PDES

sildenafil, avanafil, tadalafil and vardenafil.
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Inhibitors of other PDE1: amantadine, deprenyl, nimodipine.
PDE PDE3: inamrinone (amrinone), cilostazol, milrinone.

PDE4: cilomilast, roflumilast, rolipram.
Medications known to | chloroquine derivatives (i.e. hydroxychloroquine), phenothiazines (i.c.
affect the eye thioridazine, chlorpromazine), tamoxifen, canthaxanthine, desferrioxamine,
(exclusion criteria, digitalis, systemic isotretinoin, PDES5 inhibitors noted above, drugs active
Section 5.2 against Mtb highlighted in bold above.
HIV antiviral Cobicistat, efavirenz, indinavir, nelfinavir, nevirapine, ritonavir (including
medications any ritonavir combination, e.g. danoprevir/ritonavir, darunavir/ritonavir,
(exclusion criteria, eltegravir/ritonavir, indinavir/ritonavir, lopinavir/ritonavir,
Section 5.2 tipranoavir/ritonavir), saquinavir

*No common medications are identified as strong inducers of CYP1A2, CYP2C8, CYP2C9, and

CYP2C19
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DOCUMENT HISTORY

Document Date
Original Protocol (Version 1): 03 Apr 2019
Amendment 1 (Version 2): 17 Apr 2019
Amendment 2 (Version 3): 25 Sep 2019
Amendment 3 (Version 4): 07 Jul 2020

Changes in Version 2:

Updated protocol number (Title Page)

Extended screening period to 7 Days (Table 4, Section 1.1.8, Section 8)

Changed PK sampling schema (Tables 4 and 5 and Section 8.7)

Eliminated late PK sampling timepoints for patients receiving BID and TID dosing (Tables 4
and 5 and Section 8.7)

Changed laboratory I/E criteria to specify lab values that are exclusionary for DAIDS Grade
2 or greater abnormalities (Section 5.2, Section 8.3.3)

Updated masking rules (Section 6.3.2)

Eliminated time of Day window for first dose administration (Table 4, Section 6.1.3)

Safety labs added on Day 3 and updates to exploratory biomarker collection (Table 4)

Changes in Version 3:

Protocol title updated in bold print (Title Page)
Table of Abbreviations:

o Acronym of “GMRI” changed to “Gates MRI” and definition changed from “Gates
Foundation Medical Research Institute” to “Bill & Melinda Gates Medical Research
Institute” (Page 6)

o Definition of mg as “milligrams” added to Table (Page 7)

o Definition of PA as “Posterior-Anterior” regarding chest X-rays added (Page 7)

Changed text for weight-based dosage for HRZE (Rifafour® e-275) from "> 70 kg: 5 tablets"
to "71 kg and over: 5 tablets" specifically as stated in the Commercial Package Insert. (Page
13)

In Table 4:

o For “Overnight sputum collection for eligibility assessment”, adjusted formatting so all
elements are legible. (Page 17)

o For “Blood/serum sample collection for PK measurements”, removed PK draw scheduled
during screening period as it is deemed not necessary for PK analysis. (Page 18)

o For footnote #2 regarding “Hospital admission and discharge” text clarified from - Study
participants will be hospitalized “before start of Screening Phase” to “by Day -3 of the
Screening Phase” (Page 18)
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o For footnote #4 regarding “Chest X-rays”, text corrected from “Good quality Antero-
Posterior (AP) chest X-rays” to read “Good quality Posterior-Anterior chest X-rays”, as
Posterior-Anterior is the correct orientation for a standard chest X-ray. (Page 18)

o In footnote #7, spelling of “Cephaid” corrected to “Cepheid”. (Page 19)

o In footnote #12, regarding “Overnight sputum collection for EBA assessment and
exploratory measurements”, text corrected to refer reader to footnote #7 (overnight
sputum collection) instead of footnote #6 (urine collection) for details on how the first
overnight sputum will be used. (Page 20)

o In footnote #14, regarding “Blood/serum sample collection for PK measurements”, as
performed in the table, the text outlining the blood sampling for PK scheduled for the
screening period has been deleted as the sample is not needed for the PK analysis, so the
text “. (Page 20)

e In Section 2.1, text refined here to clarify issues with current TB treatment — changed from
“Two are the main consequences of this profile. First, TB treatments require large
commitments of resources and infrastructure, typically lacking in the countries where TB is
most prevalent. Second,...” to “Two of the main consequences of this profile are - first, TB
treatments require large commitments of resources and infrastructure, typically lacking in the
countries where TB is most prevalent, and second,...” (Page 23)

e In Section 4.1:

o “Overall Study Design”, changed text from - An IDMC will make “dose escalation
recommendations” to “dose escalation recommendations”; the sponsor ultimately makes
the decision to escalate using the IDMC recommendation as an important part of the
decision making process. (Page 30)

o To clarify text, “during” was added to “Within each cohort, there will be no replacement
for the first 2 early withdrawals (drop-outs) occurring during the during the Treatment
Phase.” (Page 31)

e In Section 5.2, “Exclusion Criteria”, Criteria #18 - #21, correctly re-numbered as Criteria #17
- #20. (Page 37)

e In Section 6.1.3 “Administration”:

o Changed text for weight-based dosage for HRZE (Rifafour® e-275) from "> 70 kg: 5
tablets" to "71 kg and over: 5 tablets" specifically as stated in the Commercial Package
Insert. (Page 40)

o Text added to clarify how to handle if a patient’s weight changes between specified
weight bands during the course of the Study Treatment period; the investigator will
determine which of the measured weights to use for dosing. (Page 41)

e In Section 6.2 “Preparation/Handling/Storage/Accountability” for consistent instructions
across trial related trial documents, changes made:

o Section 6.2.1 “Preparation”, text clarified as “TBA-7371 will be prepared
extemporaneously for 250 mL or 500 mL of a 25 mg/mL suspension” (Page 41)

o In Section 6.2.3 “Storage”, The “do-not-use-beyond-date of 14 Days after compounding
has been assigned” corrected to be “7 Days after compounding has been assigned.” (Page
41)
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e Section 8.1.2 “Chest X-Rays” — text corrected from “Anterior-Posterior” to “Posterior-
Anterior” which is the correct orientation for standard chest X-rays. (Page 48)

e Section 8.1.5 “Urine Drug Screening” — text corrected to refer reader to renumbered
exclusion criterion #19 (from previously #20). (Page 48)

e Section 8.1.6.2 “Acid Fast Bacilli Detection” — text clarified to reflect proper laboratory
evaluation planned for trial with “direct microscopy” changed to “concentrated smear
microscopy’” and also with “on direct microscopy” deleted from paragraph 3. (Page 49)

e Section 8.2.1 “Overnight Sputum for EBA assessment and Exploratory Measurements”,
changed “The first (Day -7 to -3) and second (Day-2) overnight sputum samples” to “The
first (Day -7 to -3) or second (Day-2) overnight sputum samples” to indicate either can be
used to assess eligibility. (Page 49).

e Section 8.3.1 “Physical Examination”, measuring height was deleted from “A focused
physical examination will be performed as directed by medical history on Days 7, 15, 28 and
42”; height only needs to be assessed during the screening period, not in subsequent focused
physical examinations. (Page 50)

e In Section 8.5 “Concomitant Treatments”, text added to specify that if a concomitant
treatment that would have precluded enrollment is deemed necessary “during the Study
Treatment Phase”, the participant will be discontinued from the study. (Page 59)

e In Section 8.7 “Pharmacokinetics”, blood sampling original planned during the screening
period for the morning at approximately the same time the 1st daily dose study drug will be
administered was deleted as the sample is not necessary for the PK analysis; a pre 1st dose
blood sample is already planned. (Page 60)

e In Section 9.7.1 “Independent Data Monitoring Committee (IDMC)”, redundant text, “The
IDMC may request additional information, or a pause in recruitment and vaccination, while
safety data are being evaluated”, deleted from Sth paragraph; text already stated earlier in 3rd
paragraph. (Page 72)

e Section 10.2.4 “Definition of AESI”, text correction made — from “>Grade 2 intensity
(severity) and/or serious AR related to decrease of diastolic blood pressure (DBP)” to
“>QGrade 2 intensity (severity) and/or serious AE related to decrease of diastolic blood
pressure (DBP)”. (Page 81)

e In Appendix 3. Contraceptive Guidance and Collection of Pregnancy, text added to cover
both contraception requirements for male participants and the course of action for
pregnancies of partners of male participants has been added: (Page 88)

e Male contraception:

o Male participants of childbearing potential must agree to use an acceptable method of
contraception for 3 months after the last dose of the study medication and must also
refrain from sperm donation through 3 months after receiving the last dose of study
medication.

o Male and female participants will be provided with information on acceptable methods of
contraception as part of the informed consent process and will be asked to sign the ICF
stating that they understand the requirements for avoidance of pregnancy.
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o Pregnancies of partners of male participants: In the event of a pregnancy by a female
participant or pregnancy by a sexual partner of a male participant, the processes outlined
below must be followed.

e Section 10.6 “Appendix 6 — List of Prohibited Medications” (Page 132)

o Redundant confusing text “..and other the list is not comprehensive” deleted

o Text was added to indicate that Rifafour® as anti-TB medication is allowed for patients
randomized to receive HRZE during the 14-Day Study Treatment Phase.

o Delamanid which is now approved and used in South Africa was added to the list.

Changes in Version 4:

Content-related changes are outlined in the below table. In addition, updates and revisions
related to grammar, punctuation, and consistency were also incorporated into this protocol
amendment version.

Overall Rationale:

e Primarily as a result of the global COVID-19 pandemic, this amendment was
implemented to enhance safety measures to include screening and monitoring for SARS-
CoV-2 infection to mitigate risks of transmission among participants in this trial and site
staff supporting it. Additionally, telephonic follow-up has been included for follow-up
period visits for exceptional circumstances due to the local status of the COVID-19
pandemic to monitor patient safety while reducing risk for SARS-CoV-2 transmission.

e Additional aspects of the changes incorporated to enhance evaluation of patient safety
and improve trial processes and interpretation of results include:

o

Color vision testing was changed from use of the older/former paper-based Color
DX test to the computerized Color DX (Waggoner) test to allow for more
standardized training of sites for administering the test and for more precise
assessment of any potential color vision changes. The analysis plan has been
updated accordingly.

Serum sodium and potassium levels were added to the regular scheduled clinical
safety lab assessments to enhance interpretation of patient hemodynamic status
and renal function. Assessment of these levels was inadvertently omitted from
the schedule of assessments in previous versions. No additional blood sampling
is required with adding these assessments to those already scheduled.

An additional PK sample was added for patients who withdraw from the trial
during the study treatment period to enhance interpretation of any important
safety findings leading to withdrawal.

Allowance for unscheduled visits during the follow-up period (when patients will
be on regular TB treatment) was added in the event an interim safety assessment
is deemed necessary by the investigator.

The 2 overnight sputum collection attempts used for confirming participant
eligibility based on sputum volume production were shifted to the Day -7 to Day -
3 period to improve screening logistics.

Confirmation of susceptibility to isoniazid and rifampicin for patient TB isolates
from baseline and Day 15.
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Section Number

Text in Amendment 2 (Version 3)

Text in Amendment 3 (Version 4)

Section 1.1.4.2
Secondary Objectives and
Endpoints

Mean/median changes in color vision scores from
screening to lowest scores during days 1-15.

Frequency of participants with any new color vision
abnormalities (tritan, protan, deutan) in one or both eyes and
degree of severity (mild, moderate, and severe)

Safety

Section 3.2
Secondary Objectives and
Endpoints

Change in frequency of participants with eye symptoms
(all, severe, serious) and change in mean visual acuity
score and color vision scores from day 1 to days 4, 7. 10,
14 and 15.

Change in frequency of participants with eye symptoms (all,
severe, serious) and change in mean visual acuity score and
frequency of color vision abnormalities (tritan. protan,
deutan) in one or both eyes and degree of severity (mild,
moderate, and severe) from Day 1 to Days 4, 7. 10. 14 and 15.

Safety

Section 1.1.8
Timing

Change m frequency of participants with eye symptoms
(all, severe, serious) and change in mean visual acuity
score and color vision scores from screening to days 28
and 42 and from days 1-15 (combined) to days 28-42
(combined).

The estimated duration of the study (first subject first visit
[FSFV] to last subject last wvisit [LSLV]) will be

approximately 1 year.

Change i frequency of participants with eye symptoms (all.
severe, serious) and change in mean visual acuity score and
frequency of color vision abnormalities (tritan, protan.
deutan) in one or both eyes and degree of severity (mild,
moderate, and severe) from screening to Days 28 and 42 and
from Days 1-15 (combined) to Days 28-42 (combined).

The estimated duration of the study (first subject first visit
[FSFV] to last subject last visit [LSLV]) was originally
expected to be approximately 1 year. The duration of the
study will however be extended as necessary due to COVID-
19 pandemic-related restrictions.

Table 3 Scheduled Visits
and Activities and

Added: COVID-19/SARS-CoV-2 Testing at Day -7 to -3, Day7.
and Day 15
Consolidated Screening Visit days.

Table 3 Scheduled Visits
and Activities Footnotes

Early Withdrawal Visit (EWYV). Participants who
withdraw before Day 14 will be asked to complete
the EWV assessments within 2 Days of withdrawal.
Participants who complete the Study Treatment
Phase, but do not return for the Day 28 visit will be
asked to return for the Day 42 visit.

¢. Early Withdrawal Visit (EWYV) or Unscheduled Visit.
Participants who withdraw before Day 14 will be asked to
complete the EWV assessments within 2 Days of
withdrawal. Participants who complete the Study
Treatment Phase, but do not return for the Day 28 visit
will be asked to return for the Day 42 visit. If access to
sites 1s limited due to the local status of COVID-19
pandemic, the Day 28 and Day 42 visits could potentially
be conducted by telephone. Procedures and assessments
conducted during an unscheduled visit will be at the
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Section Number

Text in Amendment 2 (Version 3)

Text in Amendment 3 (Version 4)

discretion of the investigator in consultation with the
medical monitor.

Footnote #3: Added:
Focused PE may be conducted during an unscheduled visit at
the discretion of the investigator.

Footnote #7

Overnight sputum collection for eligibility assessment.
The 1* of the 3 overnight sputum collections conducted
during the Screening Period (day -7 to -3) will be used to
assess eligibility as follows: sputum volume (must be at
least 10 mL), acid-fast bacilli detection, Mtb positivity
and rifampicin sensitivity via the GeneXpert® diagnostic
system (Cepheid). In case of suboptimal 15 overnight
sputum collection, the above procedures will be
conducted on samples from the 2 overnight sputum
collection (day -2). Also see # 12 below.

Footnote #7

Overnight sputum collection for eligibility assessment.
Sputum assessment, including volume, will be performed by a
Sponsor-approved central laboratory (see laboratory study
instruction document). The 1% of the 3 overnight sputum
collections (Day -7 to Day -3) conducted during the
Screening Period will be used to assess eligibility as follows:
sputum volume (must be at least 10 mL), acid-fast bacilli
detection, Mycobacterium tuberculosis (Mtb) positivity and
rifampicin sensitivity via the GeneXpert® diagnostic system
(Cepheid). In case inclusion criteria cannot be met from the
15 overnight sputum collection, one or more of the above
procedures can be conducted on a 2* overnight sputum
collected during the Day -7 to -3 screening period if the
patient is domiciled at the site for both.

Footnote #10

Eye assessment. A trained staff member will assess: 1)
eye symptoms using a standardized script (Appendix 5),
ii) visual acuity by means of the Rosenbaum Pocket Eye
Screener, ii) color vision by means of the ColorDX Color
test and as follows:

Footnote #10

Eye assessment. A trained staff member will assess: 1) eye
symptoms using a standardized script (Section 10.5.
Appendix 5), ii) visual acuity by means of the Rosenbaum
Pocket Eye Screener, iii) color vision by means of the
Waggoner Computerized Color Vision Test and as follows:

Footnote #11

Study drug will be administered at least 1 hour before
and at least 2 hours after a meal, followed by 200 mL of
water.

Footnote #11

Fasting must occur at least 2 hours before dosing and at least
1 hour after dosing. Study drug administration will be
followed by 200 mL water.

Footnote #12

Overnight sputum collection for EBA assessment and
exploratory measurements. Overnight sputum will be
collected from 3 PM to 7 AM of the following day (16
hours) on 3 screening days during Screening Phase (days
-7 to -3, -2, -1) and on 14 consecutive days during the
Study Treatment Phase (days 1 to 14). The last collection

Footnote #12

Overnight sputum collection for EBA assessment and
exploratory measurements. Overnight sputum will be
collected from 3 PM to 7 AM of the following Day (16
hours) on Days -2 and -1 during Screening Phase and on
14 consecutive Days during the Study Treatment Phase
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Section Number

Text in Amendment 2 (Version 3)

Text in Amendment 3 (Version 4)

will finish at 7 AM of day 15. All samples, except the
first (day -3, see # 7 above) will be used for EBA

assessment. G

(Days 1 to 14) for EBA assessment. The last collection
will finish at 7 AM of Day 15. Drug susceptibility testing
for isoniazid and rifampicin. and minimum inhibitory
concentrations (MIC) of TBA-7371 will be performed on
either of Day -2 or Day -1, and again on Day 14.

New Footnote #15: Clarified window for blood draws

New Footnote #17: Added

Coronavirus Disease (COVID-19) / Severe Acute
Respiratory Syndrome Coronavirus 2 (SARS-CoV-2
Testing). COVID-19 testing will be conducted via PCR
using a test product authorized by SAHPRA at an
accredited public or private sector laboratory. A specimen
will be collected during the screening period between Day-
7 to Day -3. and a negative result must be confirmed prior
to randomization. For safety monitoring purposes, testing
will also be performed at Day 7 (2 Days), on Day 14 OR
Day 15 before discharge, and/or at any other time that
infection is suspected.

Table 4

Timing of Measurements on
Days 1. 4. 7, 10, and 14 of
Study Treatment Phase
(STP)

Clarified window for blood draws

Added: EWV column

Added: Blood/serum draws at EWV

Table 4
Timing of Measurements on
Days 1. 4. 7. 10, and 14 of

Added:
a. Early Withdrawal Visit (EWV) or Unscheduled Visit.
Participants who withdraw before Day 14 will be asked to
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Section Number Text in Amendment 2 (Version 3) Text in Amendment 3 (Version 4)
Study Treatment Phase complete the EWV assessments within 2 Days of withdrawal.
(STP) Participants who complete the Study Treatment Phase. but do
Footnotes not return for the Day 28 visit will be asked to return for the

Day 42 visit. If access to sites is limited due to the local status
of the COVID-19 pandemic. the Day 28 and Day 42 visits
could potentially be conducted by telephone. Procedures and
assessments conducted during an unscheduled visit will be at
the discretion of the investigator in consultation with the
medical monitor.

Section 5.1 Inclusion Criteria #1 - Deleted the following text:

Criteria Weight Consider whether any restriction on weight or BMI
is needed for this study intervention/stage of development
and delete if not required.

Criteria #2 — Deleted the following text:

Disease Characteristics For studies in healthy volunteers,
begin with this criterion. State whether rescreening will be
allowed and the circumstances under which rescreening can
occur (eg. laboratory value range) and cross reference
Section 5.4 if appropriate:

Criteria #3 - Deleted the following text:

e  For studies in patients. provide disease-related
considerations: standard. accepted diagnostic criteria
(consider supplying laboratory reference ranges or
clinical diagnostic criteria in an appendix). Include
duration/severity of disease or disorder if appropriate.

e  When appropriate, specify a realistic and pragmatic
inclusion range for each test or marker of interest. Take
into consideration any known assay variance or error
rate as well as biological variation to avoid creating
protocol violation issues.

e  State whether rescreening will be allowed and the
circumstances under which rescreening can occur (eg,
laboratory value range) and cross reference Section 6.4,
if appropriate.

e Check whether additional information associated with
the disease area can be found in the therapeutic area
libraries.
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Criteria 3b

sputum smear positivity on direct microscopy for acid-
fast bacilli, defined as at least 1+ on the ITUATLD/WHO
scale

Criteria 3b

sputum smear positivity for acid-fast bacilli using fluorescent
microscopy. defined as at least 1+ on the International Union
Against Tuberculosis and Lung Disease (IUATLD)/WHO
scale

Criteria 4

Participants must be able to produce at least 10 mL of
sputum during the overnight sputum collection (day -7 to
-3 or day -2 of the Screening Phase).

Criteria 4

Participants must be able to produce at least 10 mL of sputum
during the screening overnight sputum collection (two
attempts can be made during Day -7 to -3 to meet the volume
requirement if the patient is domiciled at the site for both), as
assessed by a Sponsor-approved central laboratory.

Section 5.2 Exclusion
Criteria

Added Criteria #2 —

Tested positive for COronaVIrus Disease (COVID-
19)/SARS-COV-2 during the Screening Period with a PCR-
based assay.

Section 5.4 Screening
Failures

Rescreening is not permitted.

Rescreening is not permitted, except in special circumstances.
The investigator may review rescreening eligibility, on a
case-by-case basis, with the Sponsor.

Section 6.1.3

Study drugs will be administered at least 1 hour before

Fasting must occur at least 2 hours before dosing and at least

Administration and at least 2 hours after a meal, followed by 200 mL of 1 hour after dosing.
water.
Section 7.2. Added:
Participant A participant will discontinue study treatment and end in

Discontinuation/Withdrawal
from the Study

clinic hospitalization. if the participant tests positive for
COVID-19/SARS-CoV-2 anytime during the study treatment
period, and will be referred for on-going TB treatment per
national guidelines and for further evaluation for COVID-19.
If the participant allows and the PI agrees. telephone follow-
up may be completed in place of onsite visits on Day 28 and
Day 42.

Section 8.1
Screening Assessments and
Procedures

Screening assessments can be done at any time during
this period, except for the written informed consent,
which much be given before any screening is started, the
overnight sputum collection for eligibility assessment,
which must be completed on or before Day -3, and the
overnight sputum collection for EBA. which much be
done consecutively on Day -2 and Day -1.

Screening assessments can be done at any time during this
period, except for the written informed consent, which must
be given before any screening is started, the overnight sputum
collection for eligibility assessment and the screening sample
for COVID-19/SARS-CoV-2, which must be completed on or
before Day -3. and the overnight sputum collection for EBA
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assessment, which much be done consecutively on Day -2 and
Day -1.

Added the following to eligibility list

e COVID-19/SARS-CoV-2 test

® Sputum assessment, including volume, will be performed
by a Sponsor-approved central laboratory (see laboratory
study instruction document).

New Section 8.1.3
COVID-19/SARS-CoV-2

COVID-19/SARS-CoV-2

In accordance with the SAHPRA Policy on Conduct of
Clinical Trials of Health Products during the Current COVID-
19 Pandemic, issued 25 March 2020, this protocol
amendment reflects the new and modified processes that were
implemented in response to COVID-19. This amendment
accommodates for changes related to the pandemic that are
needed to minimize risk of transmission of SARS-CoV-2
among participants and staff and builds on strong infection
control site practices, which are already in place. to reduce
risk of TB transmission as an airborne infectious disease.

PCR-based COVID-19/SARS-CoV-2 testing will be
conducted by the site and a negative result must be confirmed
prior to randomization. In case of a positive COVID-
19/SARS-CoV-2 test during the screening period. the
participant will be excluded per the Exclusion Criterion in
Section 5.2.

New Section 8.1.7

Overnight sputum (collected from 3 PM to 7 AM of the
following morning) will be collected 3 times during the
Screening Phase and 14 times during the Study
Treatment Phase, as described in Section 8.2.1 below.
The first (between day —7 and -3) and if necessary the
second (day-2) overnight sputum samples will be used to
assess eligibility through the sputum volume
measurement, acid-fast bacilli detection and molecular
tests for Mtb positivity ad rifampicin sensitivity.

Overnight sputum (collected from 3 PM to 7 AM of the
following morning) will be collected between Day —7 and
Day -3 and analyzed to assess eligibility through the sputum
volume measurement, acid-fast bacilli detection and
molecular tests for Mtb positivity and rifampicin sensitivity.
If inclusion criteria cannot be met from the 1st overnight
sputum collection, a second overnight sputum sample may be
collected during Day -7 to Day -3 and one or more of the
above procedures can be repeated. The patient must be
domiciled at the site for the overnight sputum collection and
sputum samples will be analyzed by a Sponsor-approved
central laboratory.
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New Section 8.1.7.1
Overnight Sputum Volume

Participants must be able to produce at least 10 mL of
sputum during the overnight collection (inclusion
criterion # 4). If this volume is not reached on the sample
taken between day -7 and day -3. the sputum volume
produced on day -2 will be used for eligibility. If a
volume of least 10 mL is not reached again, the
participant will be excluded.

Participants must be able to produce at least 10 mL of sputum
during the overnight collection (Inclusion Criterion, Section
5.1). If this volume is not reached on the sample(s) taken
between Day -7 and Day -3, the participant will be excluded.
All volume assessments will be performed by a Sponsor-
approved central laboratory (see laboratory study instruction
document).

New Section 8.1.7.2
Acid-fast bacilli detection

Acid-fast bacilli will be sought by concentrated smear
microscopy on a sputum sample obtained from the
overnight collection performed between day -7 and day -
3. If for whatever reason the sample obtained is
suboptimal as specified in the laboratory manual, a
sample from the day -2 overnight collection can be used.

Acid-fast bacilli will be sought by concentrated smear
microscopy on a sputum sample obtained from the overnight
collection performed between Day -7 and Day -3. In case of
suboptimal 1st overnight sputum collection, the microscopy
can be conducted on a 2nd overnight sputum collected
between Day -7 and Day -3.

New Section 8.1.7.3
Molecular tests for Mtb
positivity and rifampicin
sensitivity

A commercial molecular test to assess Mitb positivity and
rifampicin sensitivity, GeneXpert® diagnostic system
(Cepheid), will be carried out on a sputum sample
obtained from the overnight collection taken between day
-7 and day -3. If for whatever reason the sample obtained
is suboptimal, a sample from the day -2 overnight
collection can be used.

A commercial molecular test to assess Mtb positivity and
rifampicin sensitivity, GeneXpert® diagnostic system
(Cepheid). will be carried out on a sputum sample obtained
from the overnight collection taken between Day -7 and Day -
3. In case of inconclusive results from the 1st overnight
sputum sample, the GeneXpert® can be conducted on a 2nd
overnight sputum collected between Day -7 and Day -3.

Section 8.2.1

Overnight Sputum for EBA
assessment and Exploratory
Measurements

Overnight sputum will be collected from 3 PM to 7 AM
of the following morning. Overnight sputum collection
will occur on 3 days/nights during the Screening Phase
(days -7 to -3. -2 and -1) and every day/night (day 1 to
day 14) during the Study Treatment Phase.

The first (day -7 to -3) or second (day-2) overnight
sputum samples of the Screening Phase will be used to
assess eligibility as described in section 8.1.6. above.

The second (day -2) and third (day -1) overnight sputum
samples of the screening Phase will be used to determine
baseline EBA.

Early bactericidal activity (EBA) will be assessed on
each sputum sample by 3 different methods: 1) colony
forming units (CFU) on solid media culture (primary), 2)
time to sputum culture positivity (TTP) in Mycobacteria

Overnight sputum will be collected from 3 PM to 7 AM of the
following morning.

The overnight sputum samples collected on Day -2 and Day -
lof the Screening Phase will be used to determine baseline
EBA. Subsequent overnight sputum samples will be collected
every day/night (Day 1 to Day 14) to assess changes in
bacterial burden during the Study Treatment Phase.

Early bactericidal activity will be assessed on each sputum
sample by 3 different methods: 1) CFU on solid media culture
(primary), 2) time to sputum culture positivity (TTP) in
MGIT culture, 3) LAM assay. Confirmation of Mtb will be
performed on solid media and MGIT cultures as necessary
using available commercial methods.

A commercial molecular test to assess isoniazid and
rifampicin sensitivity. GenoType MTBDRplus (HAIN
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Growth Indicator Tube (MGIT) culture, 3) sputum
lipoarabinomannan (LAM) assay.

Details on sputum collection, handling and testing
procedures, and on the laboratory are provided in the

study specific manual(s).

Lifesciences). will be utilized on positive MTB cultures from
Day -2 (or, if Day -2 unavailable, Day -1) and Day 14 to
assess the drug susceptibilities at each visit. In addition, MICs
of TBA-7371 will be batch tested on positive MTB cultures
from Day -2 (or. if Day -2 unavailable, Day -1) and Day 14.

Details on sputum collection, handling and testing
procedures, and on the laboratory are provided in the
laboratory study instruction document.

Section 8.2.2
Samples for exploratory
endpoints

Added:

The participant should spontaneously produce (i.e.. not
mduced) a spot sputum specimen for collection into RNA
preservation media at each specified visit. If the specimen
cannot be collected due to participant inability to produce
sputum, or due to operational limitations with RNA media
collection kits, it is not considered a protocol deviation and
participants remain eligible for trial participation.

Section 8.3.1.
Physical Examination

Added:
A focused PE may be conducted during an unscheduled visit
at the discretion of the investigator.

New Section 8.3.2.
COVID-19/SARS-CoV-2

Added:

COVID-19/SARS-CoV-2

PCR-based COVID-19/SARS-CoV-2 testing will be
conducted at Day 7 (+2 Days). on Day 14 OR Day 15 before
discharge, and/or at any other time that infection is suspected.
In case of positive COVID-19/SARS-CoV-2 test during the
study treatment period, the participant will discontinue study
treatment, will end in clinic hospitalization, and will be
referred for on-going TB treatment per national guidelines
and for further evaluation for COVID-19. In case of a
positive COVID-19/SARS-CoV-2 test on Day 14 or Day 15
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at the end of the study treatment period, participants will be
referred for on-going TB treatment per national guidelines
and for further evaluation for COVID-19.

New Section 8.3.7.
Eye Assessment

The 3 eye assessment procedures will be conducted by
staff members trained by an ophthalmologist.

Details on use of the Rosenbaum Pocket Eye Screener
and Color DX Color Vision Test are provided in the
Study Manual.

The visual acuity test and Waggoner Computerized Color
Vision Test (updated computerized version of the paper-based
ColorDX test) will be conducted by staff members trained by
an ophthalmologist.

Details on use of the Rosenbaum Pocket Eye Screener and
Waggoner Computerized Color Vision Test are provided in
the study specific manual(s).

Section 8.3.8.
Early Withdrawal Visit

Added:

If a patient is withdrawn from the study due to a positive
COVID-19/SARS-CoV-2 test and maintains consent, a
telephone follow-up may be documented on Day 28 and Day
42,

New Section 8.3.9
Unscheduled Visit

Added:

Procedures and assessments conducted during an unscheduled
visit will be at the discretion of the investigator in
consultation with the medical monitor.

New Section 8.3.10
Participant Follow-Up

Added:

On Day 15, participants will be transferred to the local TB
clinic, following completion of all study assessments.
Unscheduled assessments may be performed. following
transfer. for purposes of safety follow-up. In exceptional
circumstances as assessed by the investigator in consultation
with the medical monitor (e.g. issues related to COVID-
19/SARS-CoV-2, etc.), participants may have telephone
follow up for Day 28 and Day 42.

New Section 8.4.2.3
Assessment of AE/SAE
Expectedness

Each AE/SAE will be evaluated by the principal
mvestigator or medically qualified designee to assess
whether it 1s expected based on applicable product
mformation {e.g. Investigator Brochure or Package
Insert).

Each SAE will be evaluated by the sponsor. based on
applicable product information (e.g. Investigator Brochure or
Package Insert).
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The sponsor or designee will have the opportunity to
confirm the expectedness based on the clinical judgement
of the medical monitor and sponsor designee. If an AE is
considered expected by the investigator but the sponsor
believes that the event is unexpected, the sponsor will
upgrade the case to ‘unexpected’ status. The sponsor or
designee will never downgrade a case from unexpected
to expected.

Section 8.4.3.

Reporting Requirements for
SAE, Serious ADR, AESI
and Other Events

All fatal and life-threatening serious adverse drug
reactions (ADR) are to be reported to South African
Health Products Regulatory Authority (SAHPRA) within
7 calendar days after first knowledge with a complete
report to be submitted within an additional 8 calendar
days. Serious, ADRs that are not fatal or life threatening
are to be reported to SAHPRA no later than 15 calendar
days after first knowledge. An investigator who receives
a Serious ADR report or other specific safety information
(e.g., summary or listing of SAEs) from the sponsor will
review and file it.

All fatal and life-threatening serious unexpected ADR are to
be reported to South African Health Products Regulatory
Authority (SAHPRA) within 7 calendar days after first
knowledge with a complete report to be submitted within an
additional 8 calendar days. Serious, unexpected ADRs that
are not fatal or life threatening are to be reported to SAHPRA
no later than 15 calendar days after first knowledge. An
investigator who receives a Serious. unexpected ADR report
or other specific safety information (e.g.. summary or listing
of SAEs/SADRSs) from the sponsor will review and file it.

New Table 9

Summary of Primary and
Secondary Endpoints and
Analyses

Secondary Safety

Endpoint

Mean/median changes in color vision scores from
screening (s) to lowest scores during days 1-15
Statistical Analysis

Mean and median changes in color vision scores from
screening to lowest score will be summarized by
treatment group.

Endpoint

Frequency of participants with any new color vision
abnormalities (tritan, protan, deutan) in one or both eyes and
degree of severity (mild, moderate, severe)

Statistical Analysis

Frequency of participants with any new color vision
abnormalities, as well as the specific type of abnormality
(tritan, protan. deutan) will be summarized by the number of
eyes the abnormality occurs in (one or both), severity (mild,
moderate, severe) and treatment group.

Endpoint
Change in frequency of participants with eye symptoms
(all, severe, serious) and change in mean visual acuity

Endpoint

Change in frequency of participants with eye symptoms (all.
severe, serious) and change in mean visual acuity score and
frequency of color vision abnormalities (tritan. protan,
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and color vision scores from day 1 to days 4, 7. 10, 14
and 15.

Statistical Analysis

The change in frequency of participants with eye
symptoms (all, severe, serious) and change in mean
visual acuity and color vision scores from day 1 to days
4. 7. 10, 14 and 15 will be provided by treatment group.

deutan) in one or both eyes and degree of severity (mild,
moderate, and severe) from Day 1 to Days 4, 7, 10, 14 and 15.
Statistical Analysis

Frequency of participants with any new color vision
abnormalities. as well as the specific type of abnormality
(tritan, protan, deutan) will be summarized by the number of
eyes the abnormality occurs in (one or both), severity (mild.
moderate, severe) and treatment group.

Endpoint

Change in frequency of participants with eye symptoms
(all, severe, serious) change in mean visual acuity and
color vision scores from baseline (day 0) to days 28 and
42 and from days 1-15 (combined) to days 28-42
(combined).

Statistical Analysis

The change in frequency of participants with eye
symptoms (all, severe, serious) and change in mean
visual acuity and color vision scores from screening to
days 28 and 42, and from days 1-15 (combined) to days
28-42 (combined) will be provided by treatment group.

Endpoint

Change in frequency of participants with eye symptoms (all,
severe, serious) and change in frequency of participants with
any new color vision abnormalities (tritan, protan, deutan) in
one or both eyes and degree of severity (mild, moderate,
severe) from baseline (Day 0) to Days 28 and 42 and from
Days 1-15 (combined) to Days 28-42 (combined).
Statistical Analysis

Frequency of participants with any new color vision
abnormalities, as well as the specific type of abnormality
(tritan, protan. deutan) will be summarized by the number of
eyes the abnormality occurs in (one or both), severity (mild,
moderate, severe) and treatment group.

Section 9.4.1.2.

All efficacy analyses will be performed in the mITT

All efficacy analyses will be performed in the mITT

Secondary Bactericidal population, with per-protocol and completer populations | population, with sensitivity analyses performed in the per-
Activity Analyses performed to assess the robustness of results. protocol population to assess the robustness of results.
New Section 10.2.2 Added:

Definition of ADR Definition of ADR

“Adverse drug reaction” or “adverse reaction” means a
response to a medicine in humans which is noxious and
unintended and which occurs at any dose and which can also
result from overdose. misuse or abuse of a medicine. The
phrase "responses to a medicinal product" means that a causal
relationship between a medicinal product and an adverse
event is at least a reasonable possibility. 1.e., the relationship
cannot be ruled out.

New Section 10.2.3
Definition of SAE

Other situations:

Is a medically significant / important event or reaction:
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New Section 10.2.5
Definition of AESI

Adverse events of special interest (AESIs) are adverse
events that the sponsor wants to monitor carefully.

Adverse events of special interest (AESIs) are adverse events
that the sponsor wants to monitor carefully and which are
subject to expedited reporting (within 24 hours) from the
investigator to the Sponsor or representative following the
same process and timelines than the SAEs.

New Section 10.2.6.1
AE and SAE Recording

SAE will be assessed for severity. causal relationship to
the study vaccine, and expectedness by the investigator.

SAE will be assessed for severity and causal relationship to
the study investigational medicinal product.

New Section 10.2.7.1
Reporting to Sponsor
Delegate’s (CRO Safety
Team) Via the Electronic
Data Collection Tool

All fatal and life-threatening adverse drug reactions
(ADRs) are to be reported to SAHPRA with 7 calendar
days after first knowledge with a complete report to be
submitted within an additional 8 calendar days. Serious
ADRSs that are not fatal or life threatening need to be
reported to SAHPRA no later than 15 calendar days after
first knowledge.

All fatal and life-threatening Suspected Unexpected Serious
Adverse Reactions (SUSARS) are to be reported to SAHPRA
within 7 calendar days after first knowledge with a complete
report to be submitted within an additional 8 calendar days.
Non-fatal and life-threatening SUSARs need to be reported to
SAHPRA no later than 15 calendar days after first
knowledge. The same timelines apply to follow-up
information received for the SUSARs.

Section 11.0
References

Deleted:

13. Burger DA and Schall R. A Bayesian Nonlinear
Mixed-Effects Regression Model for the Characterization
of Early Bactericidal Activity of Tuberculosis Drugs.
Journal of Biopharmaceutical Statistics 2015; 25: 1247-
1271
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