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Confirmation Phases
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Nanodoce (Sterile Nanoparticulate Docetaxel) at concentrations of 0.75, 1.5,
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mg/mL for the intravesical instillation.
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LIST OF ABBREVIATIONS AND TERMS

Abbreviations

Abbreviation

Definition

ADaM Analysis Data Model
AE Adverse Event
Analysis Programming Requirements - detailed programming
APR specifications required to convert the EDC data into
analysis/presentation data sets.
ATC Anatomical Therapeutic Chemical Classification System
BLQ Below the Limit of Quantification / Below Limit of Quantitation
BMI Body Mass Index
Cl Confidence Interval
CRF Case Report Form
CRO Contract Research Organization
Data Logic Check- A combination of programmed and visual checks
DLC based on the CRF, protocol, and sponsor input, designed to identify
incomplete or illogical data.
Data Management Plan - details of how data are managed
DMP :
throughout the trial
DSMB Data Safety Monitoring Board
ECOG Eastern Cooperative Oncology Group
EDC Electronic Data Capture
LLOQ Lower Limit of Quantitation
MedDRA Medical Dictionary for Regulatory Activities (coding for AEs)
MIBC Muscle Invasive Bladder Cancer
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Abbreviation

Definition

NMIBC Non-Muscle Invasive Bladder Cancer

0OS Overall Survival

PFS Progression Free Survival

PK Pharmacokinetics

PT Preferred Term (from MedDRA coding dictionary)
RFS Recurrence-Free Survival

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SDTM Study Data Tabulation Model

SOC System Organ Class (from MedDRA coding dictionary)
SOP Standard Operating Procedure

TEAE Treatment Emergent Adverse Event

WHODD World Health Organization Drug Dictionary

Definition of Terms

Term Definition
McDougall Scientific Ltd - CRO contracted to perform the data
McDougall L . . .
management, statistical programming and analysis functions
NanoDoce Sterile Nanoparticulate Docetaxel. The investigational product.
Cohort In this document, Cohort refers to dose level of direct injection of
NanoDoce concentrations: 0.75, 1.5, 2.5, or 3.75 mg/mL.
All treated subjects can be classified into one and only one Cohort.
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Treatment In this document, Treatment Group refers to the combination of direct
Group injection dose level and intravesical instillation dose level. There are

eight planned Treatment Groups: 0.75/2.0, 0.75/3.0, 1.5/2.0, 1.5/3.0,

2.5/2.0, 2.5/3.0, 3.75/2.0, 3.75/3.0 mg/mL.

All treated subjects can be classified into one and only one

Treatment Group, but some treatment groups may have no subject.
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1 BACKGROUND

Bladder cancer is the sixth most common cancer in the United States, with an estimated
79,030 new cases and 16,870 deaths from the disease predicted in 2017. Most patients
(approximately 75%) with bladder cancer are diagnosed with disease confined to the
mucosa or submucosa, classified as non-muscle invasive bladder cancer (NMIBC).
Approximately 25% of patients with bladder cancer present with a tumor invading the
muscle layer of the bladder wall. Muscle invasive bladder cancer (MIBC) is associated
with a high rate of recurrence and poor overall prognosis despite aggressive local and
systemic therapies.

Investigational drug product NanoDoce (sterile nanoparticulate docetaxel) Powder for
Suspension is being developed by NanOlogy, LLC (NanOlogy) for the treatment of NMIBC
and MIBC.

In this open-label, dose rising, phase 1/2 trial, subjects with high-risk NMIBC or MIBC, will
receive NanoDoce (sterile nanoparticulate docetaxel) Powder for Suspension as a direct
injection to the bladder wall and intravesical instillation(s). Subjects will be stratified into
two treatment groups, Group 1 (NMIBC) and Group 2 (MIBC). At study treatment Day 1
(Visit 2), all subjects will receive NanoDoce injected into the index tumor resection site on
the bladder wall, immediately following transurethral resection of the bladder tumor
(TURBT), followed by an initial NanoDoce intravesical instillation (within 2 hours of the
direct injection).

After assessment for recovery (TURBT resection site healing), subjects from Group 1 and
a subset of Group 2 will move forward to the induction period and maintenance period with
more NanoDoce intravesical instillations. Other Group 2 subjects will proceed to
institutional standard of care treatments.

The study will consist of a dose escalation phase and a dose confirmation phase for the
direct injection of NanoDoce concentrations (0.75, 1.5, 2.5, or 3.75 mg/mL) for Groups 1
and 2. In the direct injection dose escalation phase, subjects will be enrolled in sequential
cohorts of three subjects starting at the lowest concentration.

Following Data Safety Monitoring Board (DSMB) review of the cohort data, a 3+3 design
will be applied to determine the most suitable direct injection dose for further evaluation.
Additional subjects will be enrolled to provide up to a total of 9 subjects dosed at that dose
level.

The study will also dose escalate Groups 1 and 2 for the intravesical instillation of
NanoDoce concentrations (2.0 and 3.0 mg/mL). The dose of intravesical instillation

NANODOCE-2017-02: Version final 25-Nov-2021 Page 10 of 31
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depends on the study period (Day 1, induction period, or maintenance period) of each
subject, and the study phase (dose escalation phase or dose confirmation phase). Please
see details in section 3.1.2.

2 OBJECTIVES
2.1 Primary Objective

The primary objective of this study is to evaluate the safety and tolerability of NanoDoce
injected directly into the bladder wall and instilled intravesically.

2.2 Secondary Objectives

The secondary objectives are:

e To characterize the PK of docetaxel when injected directly into the bladder wall, in
the presence of NanoDoce intravesical instillation.

o To determine whether any of the NanoDoce concentrations (0.75, 1.5, 2.5, or 3.75
mg/mL) in the presence of NanoDoce intravesical instillation concentration dose of
2.0 or 3.0 mg/mL, shows signs of preliminary efficacy.

3 STUDY DESIGN AND ENDPOINTS
3.1 Study Design

This is a Phase I/Il, open-label, dose rising trial with two phases: an initial dose escalation
phase following a design like traditional 3+3 designs, and a dose confirmation phase with
9 subjects enrolled at the most suitable dose determined in the dose escalation phase.

3.1.1  Subject Groups

All subjects are stratified into two treatment groups based on disease status at enroliment:
Group 1 (NMIBC) or Group 2 (MIBC). At Visit 2 (Study Day 1), all subjects will receive
NanoDoce injected into the index tumor resection site on the bladder wall, immediately
following transurethral resection of the bladder tumor (TURBT), followed by an initial
NanoDoce intravesical instillation (within 2 hours of the direct injection).

At Visit 3 (Study Day 15), a subset of Group 2 subjects, as determined by the treating
investigator, who are deemed ineligible for cystectomy and intolerant to existing standard
of care chemotherapy or treatment, may be offered intravesical chemotherapy in the
Induction and Maintenance periods as described for Group 1 in this study (referred to
hereafter as the “Group 2 Subset”).
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Group 1 and Group 2 Subset subjects will have same schedule of visits and assessments.
They will have 1) one direct injection followed by one intravesical instillation on Study Day
1, 2) a 3-month Induction period consisting of 6 weekly NanoDoce intravesical instillations,
followed by 6 weeks of rest, and 3) a 3-month Maintenance period, consisting of 3 weekly
NanoDoce intravesical instillations, followed by 9 weeks of rest.

Other Group 2 subjects (referred to hereafter as the “Group 2”) will proceed to institutional
standard of care treatments after their direct injection and intravesical instillation on Day
1.

3.1.2 Dose Escalation Schedule
Direct Injection

The study will consist of a dose escalation phase and a dose confirmation phase for the
direct injection of NanoDoce concentrations (0.75, 1.5, 2.5, or 3.75 mg/mL) for Groups 1
(NMIBC) and 2 (MIBC).

During direct injection dose escalation, cohorts will be enrolled sequentially starting at the
lowest concentration. Cohorts will enroll separately for Groups 1 and 2. Each cohort will
have a planned minimum of three subjects for Group 1 and three subjects for Group 2.
Following Data Safety Monitoring Board (DSMB) review of the cohort data, with the
exception of the PK data, the DSMB will determine whether to:

a) escalate to the next dose level cohort (no DLT);

b) add three additional subjects to the current cohort (one DLT);

c) if still at the first cohort, stop the study (2 or more DLT);

d) if at higher cohorts, return to the previous (lower) dose cohort and expand by three
subjects (more than one DLT).

The dose determined to be most suitable for further evaluation, defined as the highest
dose with an acceptable safety and tolerability profile (as determined by the DSMB) will
enroll additional subjects to total up to 9 subjects at that direct injection dose level.

Intravesical Instillation

The study will also dose escalate Groups 1 and 2 for the intravesical instillation of
NanoDoce concentrations (2.0 and 3.0 mg/mL). In the intravesical instillation dose
escalation phase, all subjects in Group 1 will be enrolled at the lowest concentration of 2.0
mg/mL for the Visit 2 (Study Day 1) instillation, i.e., the first instillation within 2 hours of the
direct injection. If the dose is well-tolerated, Group 1 subjects will continue to receive 2.0
mg/mL through Visit 6 (the 3rd instillation of the induction period), then escalate to 3.0

NANODOCE-2017-02: Version final 25-Nov-2021 Page 12 of 31
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mg/mL intravesical instillations for the subsequent Induction and Maintenance intravesical
instillations following ongoing data review by the Medical Monitor and the DSMB. Group 2
subjects will be enrolled at the lowest concentration of 2.0 mg/mL for the Visit 2 instillation
for all direct injection doses. If the dose is well-tolerated for the Group 1 subjects (following
ongoing data review by the Medical Monitor and the DSMB), Group 2 and Group 2 subset
subjects will escalate to 3.0 mg/mL intravesical instillations for the dose confirmation
phase of the study.

Escalation to 3.0 mg/mL in each group will proceed, independent of the other group. If no
subjects in cohort 1 at 2.0 mg/mL experience a DLT, the intravesical dose will escalate to
3.0 mg/mL for that group as described below. If two or more subjects in cohort 1
experience a DLT at 2.0 mg/mL, then the study will stop. If one of the three subjects in
cohort 1 experiences a DLT at 2.0 mg/mL, then an additional three subjects will be enrolled
to cohort 1 at 2.0 mg/mL. If, in the additional three subjects at 2.0 mg/mL, no subjects
experience a DLT, then the dose will remain at 2.0 mg/mL as described below. If >1 DLT
occurs in the additional three subjects, the study will stop.
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3.2 Primary Endpoint

The primary endpoint will be safety and tolerability, as demonstrated by adverse events
(AE), changes in laboratory assessments, physical examination findings, and vital signs.

3.3 Secondary Endpoints

The secondary endpoints will be:

e Concentration of docetaxel in the systemic circulation post-injection in the
presence of intravesical instillation (as determined by PK analysis);

e PFS defined as tumor recurrence or disease progression at Visit 10 and Visit 13;

e OS determined by survival time following NanoDoce injection.

3.4 Exploratory Endpoints

The exploratory endpoints will be to determine whether exposure to NanoDoce will affect:

e Tumor-specific antigens (IHC);
e Immunophenotyping of T cells, B cells and monocytes

NANODOCE-2017-02: Version final 25-Nov-2021 Page 15 of 31
CONFIDENTIAL



IVILNIAIANOD

L€ Jo 9| abed | ¢0C-NON-GC 0°€ UOISIBA 1¢0-2102-3D0AONVN

"abed 1xau 8y} UO panunuUoI sI | 8|qe|

X X X X X X X X Adesay) yueywosuoy
XK X XK X X X ¥ SJUBAT BsIaApY
X X X X X X uonaajo) Aeiq
X X X X X X X uonngLasia Aeig
X X X X X X X 2 (ARSI 2035 Youmn Wil
riX X rroriisdom
X X It 'on __._.H.u___.u_..—._._Ju
X X 11 o Adoosolsiy
X ol HNL
Uore]nsu
X X X X X X X [ES3ARIIU] 300JOUEN
X uoiyzaiu] 32010 pogouey
X X X X X X X £S515a ) Alojesoge]
=X X X X eX X X X UOI3I3]| 0D JBUINOIBLIIBYJ
X Waam pue Wsiay
X X X X X X X X SSUFIS [N
X 203 pea-Zl
) X 2023
X X X X X X =X X Jioljeulwex] [exnsiyd
X s ydessowag
X MOISIH [enEing pue |expay
X JUBSUOT P O]
(shep z-/+) {shepz-f+) (shep 7-/+) {shep z-/+} {shepz-f+) (s <) (Aep 1 -/+)
EREU S ¥Eam ¥ ¥=2am £ ¥@am L H=23am T ¥=@2m T Aeg
sg Aeg 8z Aeg 1Z Aeg ST Aeg g Aeg T Aeg stieq AL
sheq aunpaloid
6 SN ER IS £ WS 9 SN SIEN z 7 WSIA € VSN T ¥SIA
uoinpu| Juawrjead | Suluaaung

T T T

SJUaAT Jo 8|Npayds }osgng ¢ dnolo pue (OgGIAN) | dnoio :| sjgel
SJUaAZ JO 3|Npaydg pue auljdwil Apnis  G'¢

- HAN9OYN
i



IVILNIAIANOD

L€ Jo /| ebed 1 Z0Z-AON-GZ

[eul} UOISISA 120-2102-3O00AONVN

“pEpuod Ppalgns o sasal WeYd 7T
QT T L wonaag 1ad passaload aq o) sadwes anssy jgYNL @ E)e ypes Bugiels ‘dpnys syl Swanp palisqpod spdwes ans=y dug CTT
o e pisu soogouey fue o) soud pawsoysad aq jsnu
ng ‘papaau se dpnys aup Sumnmp swn Aue e paganpuo agq wed dsdowg | asnes-aoy pue ‘A3ogods auwn ‘Adoosolsio Joy-p e JuaugES | o pul pue QT Sss, 18 paanbas ASoporio pue Adoosogsds or
faunp eoosd A Sopowped woynuiswy sad passadoad =g (pes Apms 2yl Suanp paloaqo apdwes anss] Aung TJUSwWIEal] po pul pue O ‘T Ssa
1B fuo papagod 2q o wonejnfeco pue A13susyD CSUOI}E|pIsW [ENsSABIJUI SIUBUSJWEY PUE wolinpu) e o} Joad passsass 5 nsa pue pawsopad ag oy (asijewmyn pue 3830 Sunsay Ameloge]  §
AAOPLIAA Y SIA S| QEMO|IE URJUAS B TUSIA UOGE|RSW [ENS2AEIIW
BIUEU S By pUE o} Inpu) @yl o) oud uoipago apduwes A1o)E 1o E] Yiis SpIIWOD 0] WAEIP S WED M0 ‘UIE[pIsw [Exsasenul 2nap Apmys o) joiad snoy p7 iy ea pagoajo aq paasapdwes Nd B
BMPAYRs UDHD 3|00 Hd PEREER  PUEE T SIS, 10y I I|QEL @95 L
‘Buopuom SjENA UoIE RIS
pue wonIalu Pang 7 s 3y Buunp pannbal Jou s juswwainseaw sanesadwsa) J{f 7 WD as aas) SUoIIE]PISW [EMSaAEIIW pue wondaiul Peap snogouey 1sod pue o) oud pawsoyiad aq (P SIEILN, 9
Foumy o) aonsd sAEp BT Uyl W pag aduwon Jou J1F 1A le paunoyiad ag o o033 pue uonewwesa [easdyd assuayaadwoy g
pannbal g suss I2Y0 e 18 wexa |earsdyd palafie Quaungeas ) jo pul pue Suuasnsle pannban uonewwexs [easdyd assuayarduwoy
fEnofouep) po uoisalm poanp sy sy oy soisd Loy sy e Eins pue Edpal B sapnjan AiEH F
11518 1B T dnoln SE 3Npayls SUWes S] Wo JUSLUIIES N Lol Inpul 11Els [pa jasqns 7 dnoig 7
Ppawyuo Alaacoal [punsyaas 7 Alasa paeadan aq e sumienjesa ‘palascoal Jou palgns g i gyng 1sod syaas @ e Suies paunulaliap aq o) ' IS, M0 ‘u0nInpuj jo Weys T
X zr IBAAINS
W W W W W Adesay) Jue oo uosy
X X o X SJuUanT asianpy
X X X X usipa) oy Aseig
X X X uonnquisig Aseig
b ¥ o » £ ATS] LU B0 O ST OU ML LI
x X 1 op Asdoig
. x 1o Aojoldo
» » rrop Adoasoyshd
" g+ WON22]|0D
X w » AU NoIe IRy
X X X uone||asu] adxgouep
b X b X 5152 | Adojeiogen
o 223 pea-ZT
¥ ¥ ¥ X SSUBIS [BuA
X X 2023
b4 b4 b4 ® JUOnEUILIENT 23 Ay
{sfhep £ -f+) (shep g-/+) {shep £-f+) {shep£-/e)
T ET M5 ST ¥=22Mm T ¥=22am ET ¥2am
B 6 SYIUo 0BT Aeg 66 Aeq Z6heq sgheqg
aunpacodd
T Vs TT¥sIA OT MSIA
dn-mo||o4
Suyeal La]
|eAIAINS Juawjead) o pul ELTTSPES I =TT |

SJUSAT JO 8INPayds Josgns g dnolo pue (OgINN) | dnois :(panuiuod) | sjgel

HAN9OVN



IVILNIAIANOD

L€ Jo g| abed 1 ¢0C-AON-G¢ [eul} UOISIBA 20-2L102-3D0OAONVN
Epwod Palgns o smasal ey G
qorT L wondas 1ad passadxnad aq o) sapdwes anssy 1gYnL =@ Sy a wpes Sugeels fpnls 2yl Suanp palos)pod apdwes anssy SAung B
faunpaoosd ASopouped uorpnpyswy 1ad passadoud aq (pea fApnls 2yl Suanp pajaa)oo apdwes anssiy Aung £
BITETTTR-ET]
JO puj pue T SPsiA 1E pEgiajod agq o) uaienieon pue 4 Qsuusy) CSUOIIE| IS [EXsaAEIl ay) pue uonoalu) 7 1 A 3 o) 1oad passaisal ssal pue pawiojsad agq o (sisijewnn pue 383 L]
BNPayRs WORIS 0D Hd PIIEl AP 10} | QR 335 o
HEr uoiDas aas) WoIEPISW [EXNS aAE I pUE won 2 panp adogouey 1sod pue o) soud pawoyiad ag |paasjERA b
7 s, oy soisd sdEp T Sy wiupes poag s dueoo pow Ji 7 psis, e paunoysad aq o o003 pue uonewwexs jexrsfyd asrsuayandusoy £
‘paankag g sEs 1330 |8 1 wexs [easdyd paiafie) eseipypeas APE S M0 JUSUGEEl ] Jo pu] pue Buussns 1B paanian uonewwess jexrsfyd asrsusyadusoy T
‘aoogouep jo uoinalm 2anp sy aup o) soiad Aoy sy jeiEins pue [Expaw [ sapnau AoysiH T
X s |BAlAINS
b4 b4 b4 X Adesay] JueyuwoIuoy
¥ X ¥ sjuang asianpy
o uogaaqod Aeig
» » uonnogLasg Aeg
b4 b4 m._..h—..."._EH_.._ O ST L OLIT L L
® x ¢ Asdoig
X » ¢ Aojaido
b4 b LShdoosoysio
X 198 NL
uore] |5 su|
X [ENSINBLU] 300 JOWEN
b4 uonaalu] 32aang 5 200gouBy
X X X <5153 | Asojesoqe]
» » » WD) 0 MNI3UTH OIS LB
¥ wdiapn pue JysiaH
¥ by X £SUFIS |23
o x 923 pEa1-ZL
X = X 2023
» 5 » Auoryeunuexy [exsdyd
x syydess owag
x Aoy sIH |exEinsg pue [expagy
W JUSSUOD P ou)
(shep 5 -f+} {Aep T -j+
T ‘6 ‘9 Sywow sy Aeg ST __EM_ u_ L (0-oe- =A=q
£ USIA Z U TS e
dn Juawijeaa ) jo pul
Mo o4 [BaAINS STTETTTNI-ET] ] Suuaauds

SjuaA3 Jo 8|Npayds (OgIN) ¢ dnoi9 ¢ sigeL

- HAN9OYN
i



NAO6NDH 1

4 DATA MANAGEMENT
4.1 Data Collection and Database Construction

Most data will be collected at the sites via an electronic data capture (EDC) system. The
study-specific application will be developed based on the protocol requirements and
following the full Systems Development Lifecycle (SDLC). The development and
management of the trial application, including security and account administration, will
adhere to the Standard Operating Procedures (SOPs) at McDougall. All participants will
be trained in the use of the application, and the training documented prior to each site
being initiated.

The application design will, where appropriate, provide choice fields in the form of
checkboxes, buttons and lists to aid in ensuring high quality standardized data collection.
In addition Data Logic Checks (or data Edit Checks) will be built into the application based
on variable attributes (e.g. value ranges), system logic (e.g. sequential visit dates) and
variable logic (e.g. onset date must be before cessation date). Visual review and data
responses will be overseen by a trained data manager.

The database will be locked when all the expected data has been entered into the
application, all query responses have been received and validated, the designated data
has been noted as monitored in the system and each investigator has signed off the
casebook for each of their study subjects. The data coding must be accepted by the
Sponsor and any Serious Adverse Events (SAEs) reconciled with the pharmacovigilance
data base working with the Medical Monitor.

According to study design, following external/central lab data will not be entered into EDC
system. They will be provided as external data:

e Concentration of docetaxel in the systemic circulation
e Immunohistochemistry data

The data management processes are outlined in the project specific Data Management
Plan (DMP); this and all related documentation are on file at McDougall and are identified
by the project code NAOGNDH.

All programming will be performed in SAS version 9.4 or higher.
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4.2 Coding

Adverse Events and medical history will be coded in MedDRA version 22.0 and signed off
by US Biotest, Inc. All concomitant medications will be coded using WHO Drug Dictionary
Global C3 March 1, 2019. All coding will be reviewed and signed off prior to data base
lock.

4.3 Pharmacokinetics (PK) Data

The PK analysis of plasma docetaxel concentration will be performed by Covance
Madison Laboratories Bioanalytical (BA) Group. The concentration data will be provided
to McDougall in Excel data sheets to be read into SAS system for descriptive summaries.

4.4 Immunohistochemistry Data

The immunohistochemistry data will be provided to the Sponsor by the external laboratory,
NeoGenomics, for incorporation to the Clinical Study Report as an appendix or addendum.

5 CHANGE TO ANALYSIS AS OUTLINED IN THE PROTOCOL
5.1 Recurrence-Free Survival (RFS)

Protocol section 4.2.2 describes a secondary endpoint:
PFS defined as tumor recurrence or disease progression at Visit 10 and
Visit 13

Because of the different disease types and treatment schedules, the treatment efficacy
will be assessed and analyzed differently for the two subject groups:

Group 1 (NMIBC)

Each subject’s Recurrence-Free Survival (RFS) time will be calculated:

RFS time = months from direct injection to recurrence or death, if the subject had
recurrence after initial TURBT, or died within Month 12 follow-up.

= months from direct injection to cystectomy or last alive date if the subject
did not have recurrence before cystectomy or last contact.

RFS (yes/no) at Visits 10 and 13, as well as RFS time will be summarized by cohort and
for total Group 1 subjects.

Group 2 (MIBC)
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Disease progression (yes/no) at Day 45 will be derived for all Group 2 subjects based on
their cytology and biopsy assessments. It will be summarized by cohort and for total Group
2 subjects.

5.2 Additional Sub-Group Analysis

Protocol section 10.4.8 describes additional sub-group analysis:

Subjects who perform particularly well (i.e., experience minimal AEs) may
be compared to those who perform more poorly. This topic, and the criteria
for defining each group, will be detailed in the SAP.

To conduct subgroup analysis, either directly compare safety/efficacy between subgroups,
or perform safety/efficacy analysis for one or more subgroups, the subgroup(s) should be
defined by baseline information, and not by data collected during study conduct, such as
AE, therefore, and in consideration of the small number of subjects in this study, these
subgroup analyses will not be conducted.

6 STATISTICAL METHODS

Descriptive summaries of continuous data will consist of the mean, standard deviation,
median, minimum, and maximum. Categorical data will be summarized with frequencies
and percentages. All data will be listed by subject and treatment. This study was not
powered for inference, and so no inferential analyses will be included.

6.1 Sample Size

There is no formal sample size calculation for this Phase /Il safety study. To provide a
reference for the ongoing safety review of each cohort and the possible expansion of a
cohort with safety concerns, the procedure “confidence interval for the probability of
observing a rare event” was employed in nQuery Advisor (Version 8) to determine that,
for an event with an occurrence rate of 0.33, the probability of detecting it with 3 subjects
is 69.9% vs 91.0% for 6 subjects, and for an event rate of 0.05 the probability of detecting
the event is 14.3% and 26.5% for 3 and 6 subjects, respectively.

The rationale to expand the final cohort in the Dose Confirmation Phase to 12 subjects,
from either 3 or 6 subjects, was based on the “reasonable gain” in detection rate that each
additional subject would provide in this early phase exploratory trial. The calculations were
performed as the estimates above. With 12 subjects, the probability of detecting the 0.1
event rate is 71.8%, as compared to a 46.9% probability with 6 subjects. This sample size
also allows for more acceptable probabilities of detecting much rarer events: for example,
a 46% probability of detecting an event with a 0.05 event rate (compared to 26.5% with 6
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subjects), and a 11.4% probability for an event with a 0.01 event rate (5.9% with 6
subjects).

6.2 Missing Data

Data will be presented as observed and no missing data imputation will be performed. All
effort will be made to capture sufficient information to allow for medical interpretation of
the results.

6.3 Data Conversion for Analysis

To summarize quantitative endpoints, e.g., lab test results, some data collected as text
values need to be converted to numeric values for analysis. Following conventional rules
will be applied for this study.

o All “< xx” lab results will be converted to 0.99 * xx. The adjustment is -1% of xx.

o All “>xx” lab results will be converted to 1.01 * xx. The adjustment is +1% of xx.

¢ Some PK concentration values may be marked as Below the Limit of Quantification
(BLQ) or reported as “< xx”. Here xx is the Lower Limit of Quantitation (LLOQ). For
the summary of docetaxel concentration in this study, all BLQ values will be set to
0.

Above data conversions are only applied to data descriptive summaries. In by-subject data

listings, original reported data “< xx”, “> xx”, or “BLQ” will be presented.

For this study’s data submission and analysis, all EDC and external data will be converted
to SDTM (Study Data Tabulation Model) and ADaM (Analysis Data Model) datasets. In
the creation of SDTM and ADaM datasets, original lab test results from different sites
(laboratories) need to be converted to results in Sl units (the International System of Units).
For some tests, data rounding may be applied during the conversion. The details will be
provided in SDTM and ADaM’s define.xml files and their support documents.

6.4 Calculated Outcomes

The following are key endpoints derived from data captured at the sites via the EDC
system. Complete documentation of the calculations and data manipulation required to
go from the CRF database to the analysis database are contained in the companion
document - the study Analysis Programming Requirements (APR) for SDTM and ADaM.

Endpoint Calculation Comment
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Baseline value

Value reported prior to study
treatment, i.e., NanoDoce direct

injection

If multiple values collected
prior to treatment initiation,
non-missing value closest
to the date/time of direct
injection is considered

baseline

Change from

Value collected at time point (Visit) —

Baseline Baseline value
Time in Trial Study completion/withdrawal date —
(days) date of informed consent date + 1 day
Time on Date/End Time of last intravesical
Treatment instillation — Date/Start Time of
(days) NanoDoce direct injection
= no if onset date/time AE is before
the date/time of NanoDoce direct According to conservative
Treatment injection, or after the End of rule, all AEs that cannot be
Emergent determined as started

Adverse Event
(TEAE)

Treatment visit, i.e. Month 6 for Group
1/ Group 2 subset; Day 45 for Group
2

= yes otherwise

before NanoDoce injection
or after EoT will be
considered as TEAE

Age (years)

= Informed Consent Year — Birthdate
Year, if consent date was on or
after birthday,

= Informed Consent Year —
Birthdate Year — 1, if consent date

was before birthday
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. Note:
= ((Date of first recurrence or death —

Date of NanoDoce direct injection + 1) [I) This RFS time will only

/ 365.25) * 12, if the subject had be calculated for Group 1
Recurrence recurrence or died during the study (NMIBC) subjects.
Free Survival (Dato of oystect st al D) Due to the small number
: = ((Date of cystectomy or last alive
(RFS) Time Y Y . of subjects in each cohort
date — Date of NanoDoce direct
(months) or treatment group, RFS

injection + 1) / 365.25) * 12, if the

_ time will not be analyzed
subject had no recurrence before . .
) using K-M analysis and
cystectomy or last alive date

log-rank test.

= Yes. if the subject had disease

progression on/before Day 45 visit, This variable is only

Disease which is End of Treatment visit of the | c2iculated for MIBC

Progression at subjects, including both

Group 2 subjects
Day 45 Group 2 subset and other

= No, if the subjects had no disease Group 2 subjects

progression at Day 45 visit.

Note: Due to the small
number of subjects in each

= ((Date of death — Date of NanoDoce cohort or treatment group,
Overall direct injection + 1) / 365.25) * 12, if | O° time will not be
Survival (OS) the subject died during the study,

Time (months) analysis and log-rank test.

analyzed using K-M

Therefore, OS time for
censored subject is not

calculated.

6.5 Analysis Population

All enrolled subjects who receive NanoDoce injection will be the analysis population for all
outcome analyses.
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6.6 Interim Analysis/ Data Monitoring

No interim analysis is planned for this trial. The safety data (e.g., Adverse Events, dose
limiting toxicities, vital signs, laboratory values, etc.) will be reviewed on an ongoing basis
throughout the study by the Data Safety Monitoring Board (DSMB), to evaluate the risk for
the subjects and to make dosing recommendations.

The trial statistician will provide safety report to DSMB for each cohort of the dose-finding
phase after the first 3 subjects of the cohort complete the study. If additional 3 subjects
are enrolled to the same dose level, the safety report will be provided again for all 6
subjects of the cohort.

6.7 Analysis Methods

All calculations and analyses will be performed using SAS version 9.4 or higher under the
Windows Server 2012R2 operating system at McDougall Scientific Ltd. in Toronto,
Canada. Continuous data will be summarized via PROC MEANS - mean, standard
deviation, median, range, and 95% Cls, while categorical data will be presented as counts
and percentages (or proportions) via PROC FREQ for the descriptive displays.

No statistical inference will be made for all outcomes.

7 RESULTS

All enrolled and treated subjects will be the analysis population for all analyses. All data
collected in EDC will be at a minimum listed.

Because of the different disease types (i.e., NMIBC vs. MIBC) and different treatment
schedules, all tables, listings, and graphs will be presented separately for Group 1, Group
2 Subset, and Group 2.

All outcomes will be summarized by cohort, i.e., dose level of direct injection, and visit, if
applicable.

All outcomes will also be summarized by treatment group, i.e., combination of direct
injection dose and instillation dose (0.75/2.0 mg/mL, 0.75/3.0 mg/mL, 1.5/2.0 mg/mL,
1.5/3.0 mg/mL ...).

All outcomes will also be summarized for the total treated subjects.

All available data of screen failures will be provided in a separate listing.

NANODOCE-2017-02: Version final 25-Nov-2021 Page 25 of 31
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7.1  Study Subjects
7.1.1 Patient Disposition

All enrolled and treated subjects will be accounted for. Number of subjects in the analysis
population, study completion status, and time in trial will be summarized by cohort and by
treatment group.

All early discontinuations will be summarized by primary reason of discontinuation.

7.1.2 Demographics and Baseline Characteristics

Demographic (age, sex, ethnicity, and race), baseline body measurements (height,
weight, and calculated BMI), and vital signs (blood pressures, heart rate, and body
temperature) will be summarized.

7.1.3 Medical History

Medical history will be coded in MedDRA and summarized by System Organ Class (SOC)
and Preferred Term (PT).

714 TURBT
All TURBT information at Study Day 1, including date, start/end time of resection, number
of resection sites, target lesion size, etc., will be presented in data listing.

7.1.5 NanoDoce Administration

NanoDoce direct injection data at study Day 1, including dose level, injection date,
start/end time, number of injections, total volume (in mL) and dose (in mg) injected, and
bladder location of injection, will be listed.

NanoDoce instillation data at study Day 1, induction period, and maintenance period,
including dose level, instillation date, start/stop time, void time, instillation volume (in mL)
and dose (in mg), will be listed.

Time on treatment and total number of instillations will be summarized.

7.2 Primary Outcomes
The primary endpoint will be safety and tolerability, as demonstrated by adverse events
(AE), changes in laboratory assessments, physical examination findings, and vital signs.

All primary outcomes will be descriptively summarized by cohort, by treatment group, and
for the total treated subjects. No statistical inference will be made for primary endpoint.
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7.21 Adverse Events

For this study, Treatment Emergent Adverse Events (TEAEs) are limited to AEs during
the treatment period. That is, TEAEs are adverse events with onset date on/after the first
study dose (injection), and on/before the End of Treatment visit (Month 6 for Group
1/Group 2 subset; Day 45 for Group 2).

The AEs of special interest will be flagged and tabulated. They are signs of systemic
toxicity due to docetaxel exposure as well as local reactions; particularly from bladder
injection. NanoDoce has never previously been injected in the bladder; subjects will be
monitored for injection site pain and any reported event, in particular, during the first 36
hours after the procedure.

Summaries of AEs will be prepared by treatment group, and include:

e Overview of all AEs - include the total number of TEAES, serious TEAEs, death,
and AEs leading to early discontinuation.

e AEs by MedDRA System Organ Class (SOC) and Preferred Term (PT)

e AEs by MedDRA SOC, PT, and relationship to NanoDoce treatment.

o AEs by MedDRA SOC, PT, and severity.

e SAEs by MedDRA System Organ Class (SOC) and Preferred Term (PT).

o AEs with fatal outcome.

e AEs leading to early discontinuation.

e AEs of Special Interest

e DLTs

All these summaries will include the counts and frequencies of events, and of subjects
who had events.

All AEs will be listed by subject. Death, DLT, and other SAEs will be listed separately.

7.2.2 Laboratory Assessments
Laboratory assessments, including assessments at each visit and change from baseline
at post-baseline visits, will be summarized by visit and analyte.

Each non-missing lab result's normal/abnormal status (e.g. normal/low/high for
quantitative results, and normal/abnormal for qualitative results) will be calculated based
on the normal reference ranges provided by the lab. The status will be summarized using
shift tables from baseline to each post-baseline time point.

All lab data will be presented in by-subject data listing. Separate listings will be provided
for subjects with abnormal lab values which are judged by the investigator to be clinically
significant.

Following lab tests are required for the study:
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Chemistry: Sodium, potassium, chloride, carbon dioxide (COZ2), calcium, phosphorus,
glucose, blood urea nitrogen (BUN), creatinine, serum lipase, serum amylase,
alkaline phosphatase (ALP), total bilirubin, aspartate aminotransferase (AST),
alanine aminotransferase (ALT), lactate dehydrogenase (LDH), total protein,
albumin, triglycerides, cholesterol, uric acid and calculated creatinine
clearance.

Hematology: Red blood cells (RBC), white blood cells (WBC) including complete
differential, hemoglobin (Hgb), hematocrit (Hct), mean corpuscular volume
(MCV), mean corpuscular hemoglobin (MCH), mean corpuscular hemoglobin
concentration (MCHC), platelet (PIt) and reticulocyte count;

Coagulation and Fibrinogen assay: Prothrombin time (PT), international normalized ratio
(INR), activated partial thromboplastin time (aPTT), and fibrinogen;

Urinalysis: Specific gravity, hydrogen ion concentration (pH), RBC, WBC, protein, and
glucose.

7.2.3 Physical Examination

All abnormal findings from the physical examination after study treatment will be recorded
as AEs. The analysis of physical examination will be included in AE summaries. See
section 7.2.1.

7.2.4 Vital Signs
Vital Signs (blood pressure, heart rate, temperature, respiratory rate) will be summarized
for each visit.

Vital Signs’ change from baseline values will be summarized at all post-treatment visits.
Unscheduled vital signs will only be presented in by-subject data listing.
7.2.5 12-Lead ECG

12-Lead ECG assessed at Screening and End of Treatment visit will be descriptively
summarized.

7.3 Secondary Outcomes

7.3.1 Plasma Docetaxel Concentration

All numeric docetaxel concentration data above the Lower Limit of Quantitation (LLOQ),
i.e. the detectable limit, will be tabulated by visit/time point using the arithmetic mean,
standard deviation, coefficient of variation, median, and range.

All docetaxel concentration data (individual subjects and mean of treatment group) will be
visually presented in spaghetti plots by treatment group.
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7.3.2 Recurrence-Free Survival and Disease Progression
Group 1 (NMIBC) subjects

Each NMIBC subject’'s Recurrence-Free Survival (RFS) time will be calculated based on
the disease recurrence data and death information. The recurrence data is a composite of
all cytology and tumor biopsy assessments. For subjects who had no recurrence before
cystectomy or alive at last contact, i.e., censored subjects, their RFS time will be the time
from initial treatment to the date of cystectomy or last alive date.

RFS status (yes/no) at Visit 10 (15t maintenance instillation) and Visit 13 (End of Treatment
visit), as well as RFS time will be summarized by cohort and for total Group1 subjects.

Group 2 (MIBC) subjects

Disease progression status at Day 45 will be summarized for MIBC subjects. Time to
cystectomy, death, or last alive contact will be listed.

7.3.3 Overall Survival
Overall survival (OS) time will be calculated for subjects who died during the study. Death
date, overall survival time, and cause of death will be listed.

The surviving (yes/no) at 6, 9, 12-month follow-ups will be summarized.
7.3.4 Cystoscopy, Cytology, and Biopsy
Cystoscopy and cytology data are required at Visits 4, 10 and End of Treatment; ad-hoc

cystoscopy, urine cytology, and ‘for-cause’ biopsy can be conducted at any time during
the study as needed.

Cytology categorical data, like types and results, will be descriptively summarized.
All cystoscopy, cytology, and biopsy data collected in EDC will be listed.
7.3.5 Eastern Cooperative Oncology Group (ECOG) Performance Scale

ECOG performance scale collected at screening, Day 1, and during study will be
summarized by cohort and by treatment group.

7.3.6 Immunohistochemistry Data

All immunohistochemistry data will be reported separately and inserted as an appendix or
addendum to the Clinical Study Report.

7.4 Safety Outcomes
All safety analyses will be presented as the primary outcome analysis. See section 7.2.
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7.5 Other Outcomes

7.5.1 Prior and Concomitant Medications

A summary of all concomitant medications taken during the course of the study will be
presented in tabular form by therapeutic drug class (ATC Level 2 code) and generic drug
name (ATC Level 4 code) using the World Health Organization Drug Dictionary (WHODD).

Prior medications, i.e., started and stopped before direct injection, will be summarized and

listed separately.

7.5.2 Concomitant Procedures
All concomitant procedures performed during the study will be listed.

NANODOCE-2017-02: Version final 25-Nov-2021 Page 30 of 31
CONFIDENTIAL



NAO6NDH 1

Appendix A: ECOG Performance Scale

Patient performance status will be graded according to the Eastern Cooperative
Oncology Group (ECOG) scale* as described below.

Grade ECOG PERFORMANCE STATUS DESCRIPTION

0
1

Fully active, able to carry on all pre-disease performance without restriction

Restricted in physically strenuous activity but ambulatory and able to carry out
work of a light or sedentary nature, e.g., light house work, office work

Ambulatory and capable of all selfcare but unable to carry out any work
activities. Up and about more than 50% of waking hours

Capable of only limited selfcare, confined to bed or chair more than 50% of
waking hours

Completely disabled. Cannot carry on any selfcare. Totally confined to bed or
chair

Dead

* As published in Am. J. Clin. Oncol.:

Oken, M.M., Creech, R.H., Tormey, D.C., Horton, J., Davis, T.E., McFadden, E.T.,
Carbone, P.P.: Toxicity And Response Criteria Of The Eastern Cooperative Oncology
Group. Am J Clin Oncol 5:649-655, 1982.
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