Noxopharm Limited
NOX66-005

Clinical Study Protocol
CONFIDENTIAL

Protocol Title:

Compound:
Trade Name:

Indication:

Study Sponsor:

Sponsor Protocol Number:
Development Phase:

Regulatory Agency Identifying
Number:

Approval Date:

Title Page
A Phase 1b/2a Multicenter Study of NOX66 and
External Beam Radiotherapy in Patients with
Metastatic Castration-resistant Prostate Cancer and
Other Solid Tumors

NOX66 (active ingredient: Idronoxil)
Not applicable

Metastatic castration-resistant prostate cancer and

other solid tumors

Noxopharm Limited

Level 20, Tower A, The Zenith 821 Pacific
Highway, Chatswood NSW

Australia

NOX66-005
Phase 1b/Phase 2a

154874

Final 4.0, 23 Nov 2022

Final 4.0

1 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

Sponsor Signatory:

Dr Gisela Mautner Date
Chief Medical Officer

Medical Monitor Name and Contact Information will be provided separately.

Final 4.0 2 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
Table of Contents
TADLE OF CONMLENLS .o, 3
I ProtoCOl SUMIMATY .......ooiuiiiiiiiiieiieiie ettt ettt et e e be e st eebeessaesnseessaeenseesssesnseensseenns 8
0 B 7 1103 o 13 F RSP SPT PSRRI 8
1.2 SCREIMIA e e e e et —————aaae e e et ———————————— 27
1.3 SCREAUIE OF ACTIVITIES ..ceeeieeeeeeeeeeeeeeeeeeee s 31
1.3.1  Electrocardiogram Schedule............ccuiiiiiiiiiiieiiie e s 41
1.3.2 Pharmacokinetic and Pharmacodynamic Sampling Schedule for Part 1 and Part 2 ...... 42
2 IIEEOAUCTION. ..ottt e e e e e e e e e e et e e e e e e e e e e e e aaeeeeeeeeaae e aaeseeeeeeaeannaaaeeeaeeneees 44
2.1 Study RAtionale .......cceeiiiiiiiiiiiiiiceee e e 44
2.2 BacK@IOUNG......cccviiiiiiiiieiiieieee ettt ettt et e e nb e e taeenbaenaaeenbeeneas 45
2.3 Benefit/RISK ASSESSITIENT ... . eeeeeeeeeeeee e e e e e e e e e e e et eeeeeeeeeeeearaaaeeeeeeeeeeannaaaeeeeeeneens 47
2.3.1 RISK ASSESSIMENT .o, 47
2.3.2  BONCTIt ASSESSITIENT ....eeeeeeeeeeeeeeeeeeeeeeeeeeeee ettt eeeeeeeeeeeeeeeeeeeeenenesenenenennnennnnnns 49
2.3.3 Overall Benefit: RISK CONCIUSION ... .coeeeeeeeee oo e e e eeeens 50
3 Objectives and ENAPOINTS ......ccueeruiiiiiiiiiiiiieiieeitecee ettt ettt e e seaeeaeesaeeesseessaeennaens 50
4 STUAY DESIZN...ecuiiieiiiiiieeiieeie ettt e ettt e et e et e e beesaeeesbeeteesebeetteesbeenseeenbeenaneenseeseas 52
4.1 OVETAll DESIZN.....eieeiiieiiieeiiee ettt ettt e et e e eteeetaeesaaeessseeessseeesaseeennseesnnseeens 52
4.1.1  Part 1 (Dose ESCalation) .........ccceeiiieiiiiiiieiieeie ettt 55
4.1.2 Part 2 (D0S€ EXPANSION) ....cccueiiiiiiiiiieiieiieeiie ettt et sttt ettt st e e 57
4.2 Scientific Rationale for Study Design ..........ccceevieriiiiiiiiniiiiiieeceeee e 57
4.3 JUSHITICAtION TOT DIOSE ..ottt e e e e e e et e e e e e e e eeereeeeaeeeeeeenean 59
4.4 End of Study Definition.........ccocuiiiiiiiiiiiieiieeee et 59
5 Study POPULAtION.....coiiiiiiiiieiie et et e e e e e enaeeenaeeen 59
5.1 INCIUSION CIIEEIIA .ot eeeeieeeee et e e e e e e e e e e e eeeeeereaaaeaeseeeeereennnaaeseeaeenenes 60
5.2 EXCIUSION CIIEEIIA oo e e e e e e e e e e e e e e e e e eeeeeseseseaasasesesesasesesasesesasanans 62
5.3 SCIEEIN FAIUTES ..ot e e e e e e e e e e e e e e e e e e aaeeeeas 65
5.3.1  Screening and Enrollment Log and Participant Identification Numbers........................ 65
0 STUAY DIUZ ..ot ettt et et e et estae et e e st e enbeessbeeaseesaeeenbeensaeenseen 65
6.1  Study Drug(s) AdmMInNISTETEd........c.eeruiiriiieriieeiieriie ettt ettt e et seae e e sieeebeeseaeenseens 65
LT 0 R A 14 1014115 1 ) RPN 67

Final 4.0 30f150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
6.2  Preparation, Handling, Storage, and Accountability .........cccccecveeviiieiriiieiniiieeriee e 68
6.3  Measures to Minimize Bias: Randomization and Blinding.............ccccooceviiiiniininnennenne. 68
6.4  Study Drug COmMPIANCE ......oeeeieiiieiiieeiieeeciee ettt e etee et e st e e veeessaeeeseseeesaseeesseesnseeens 69
6.5  Concomitant TREIAPY ....cccveruieriiiiiriieieeieet ettt sttt et sttt et 70
6.6 D0SE MOGITICALION ......eiiiiieiiieiie ettt et ettt st e bt e e e seeeenbeens 70
6.6.1  Dose Modification of Radiotherapy ...........ceccevieriiiinieniiiienieeceeeee e 72
6.7  Study Drug After the End of the Study .......ccccooeiiiiiiiiiieeeee e 72
7 Discontinuation of Study Drug and Participant Discontinuation ............c.cceeeveeeeveeeeveeenneenns 72
7.1 Discontinuation of Study Drug..........ccocieiiiiiiiiiiiie e 72
7.1.1  Safety StOPPINg CrItEIIa: ...ccueieeuierieeiierieeiterteeiteeeeeereesaeesteesteeeseessaesseesseeesseesssesseens 72
7.1.2  Dose Escalation Rules and Safety Steering COMMItEe ..........oeuveeveerveeciieniieieenieeneeens 73
7.2 Participant Discontinuation/Withdrawal from the Study .........ccccecveeviiriiiiiiiiniiciecieeee 77
7.3 Loss of Participants to FOLOW-UP......ccccoeriiiiiiiiiie e 78
8  Study Assessments and ProCedUures ............cocueviieiiieiiieiieniieieereeiee e 78
8.1  EffICACY ASSESSIMENLS ...c.eiruieiiiiiiitieieet ettt ettt ettt et et et et enee bt entesaeesaeenneas 79
8.1.1  Prostate-specific Antigen (PSA) Response and Progression (mCRPC only)................. 80
8.1.2  Disease Control RAte ........ccooiiiiiiiiiiiiiiee e 80
8.1.3  Tumor Imaging ASSESSIMENL .........cceuiiriieiiieiieiieeiie et et e ete et ee st e eteesieeebeeseeeebeesaeeenee 80
8.1.4  Eastern Cooperative Oncology Group Performance Status Score ..........ccoceeverveneennens 82
8.1.5  Clinical OutcOmME ASSESSIMENL ......cccuuiiiieriiieiieiieeite et eteesteeteesieeeteessaeebeeseeeeseesaeeenne 82
8.1.6  Morphine Administration and Analgesic USe..........ccoceevuiriiniiiieriinienienicnecic e 84
8.1.7  Skeletal-related Events and Symptomatic Skeletal Events Assessment...........c..ccccu.e. 84
8.1.8  Progression-free SUrvival ........cc.ooiiiiiiiiiiiiiieeece e 84
8.1.9  OVerall SUIVIVAL .....oocuiiiiiiie et ettt 84
8.1.10  Overall or Objective Response Rate...........ccceeieviriiniiiiiniiiiiicniceecetcece e 84
8.2 SafEty ASSESSIMENTS . .. eieutieiiieiieitieetie ettt et e ete et e e st e et e s tteebeesaseebeessbeenbeesseeenseesseeeseennseenne 85
8.2.1  AdmiInistrative PrOCEAUIES .........c.eeiiiiiiiiiiiiiieiiieeeee e 85
8.2.2  Screening and Eligibility ASSESSMENTS.........cceviiieiiieiiiieeiieeeiee e e 85
8.2.3  DOSE-IMItING TOXICILY ...vveeeiireriieeriieeiiieerieeesteeesiteeetteestreesbeeessbeeessseeensseesnnseesnnneesnnns 87
8.2.4  Physical EXamINations........cccceeiiiiiriiiieiiieeiiieerieeesteeeiteesineesteeesneeesnseeeereessnseesnaeesnnne 87
LI T Y 1 | B 14 s SRS 88
8.2.6  ElectroCardiOZramS .......c.uieeiuieeriieeeiieesiieerieeesiteeesteeeteeesaeeesseeessseeensseeessseesnsseesnseesnnns 88
8.2.7  Clinical Safety Laboratory ASSESSIMENLS ........cccueeerieeeirieeniiieeeiireeereeenreeesreeeseaeesssseeennns 89
8.2.8  Radiotherapy Treatment INtEITUPHIONS......cc.ueieriiieeiiieeieeciie e e 90
8.3  Adverse Events and Serious Adverse EVents ..........cccccoviiiiiiiiiiiiiniiiieeiceeeeeee 90

Final 4.0 4 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
8.3.1  Time Period and Frequency for Collecting AE and SAE Information............c.c........... 90
8.3.2  Method of Detecting AES and SAES .......ccoouiiiiiiiiiieeeeee e 91
8.3.3  Follow-up of AES and SAES........ccoouiieiiiieeeeee et e 91
8.3.4  Regulatory Reporting Requirements for SAE ..........ccoooviiiiiieiiiiieeeeeee e 91
FOTI B T o (< 040 T 0 Lo A PSR PPRRSOPRP 92
8.3.6  Cardiovascular and Death EVents..........cccccooiiiiiiiiiiiiiiiee e 92
8.3.7  Disease-Related Events and/or Disease-Related Outcomes Not Qualifying as AEs or
SAES -ttt et h et et h e e bt et eeh et e entesaeenbe et 93
8.3.8  Adverse Events of Special INterest.........cccueivieiiieiiieniieiieeieeitecee et 93
8.4 Treatment Of OVEIAOSE .....cc.eeruiiiiiiieieeieritete ettt sttt sttt et s esae e 93
8.5  PharmacOKINELICS . ...c.ueitiiiiieiieiie ettt ettt ettt et ettt et e bt e st e e 93
8.6 PharmacCOdYNamICS.......c.ccccuieruieriieiiieeieeteeeteeteeeeteesteestaeebeessseeseessseenseessseesseessseeseessseenns 94
A € 1<) 1 1<) 5 TP PPPR 94
8.8 BIOMATKELS ..ottt ettt ettt ettt et 94
8.9  Archival and Fresh TisSue BIOPSY .....cccuieruieiiiiiiieiiieiiecie ettt 95
8.10 ImMMmMUNOZENICILY ASSESSIMEIILS .....veeveeeerierieriieeitieeieerteeeaeesseessseesseessseeseessseeseessseesseenseennns 95
8.11 Health Economics or Medical Resource Utilization and Health Economics..................... 95
9 Statistical ConSIAETAIONS. ......cc.eertieieriieiieieet ettt sttt ettt ebeeneeeaeenees 95
0.1 Statistical HYPOthESES......eeiciiiiiiiiiieiie ettt e e e ebeessneennaens 95
0.2 Sample Size DEetermMINAtiON .........c.eeruiieiieriieeiieie ettt ettt et e st eebeesaeeebeeseeesaneens 96
0.3 Populations fOr ANALYSES ......eeeiiieeiiieeiiie et ettt et e e sree e sreeesae e e sareeenareesnaeesaaeeens 96
0.4 StatiStICAl ANALYSES ....ceouiiuiiiiiieeierteee ettt sttt 97
0.4.1  General ConSIAEIratiONS .........ccueeruiiriieniieiiteee ettt sttt st e bt sbeesbeesareens 97
0.4.2  Participant DISPOSITION ......cciuuiieiiieeiiieeiiieeiieeeieeeeiteeeteeesteeesreeessaeeeseseeesnseeesseesnnseeens 97
9.4.3  Participant Demographics and Baseline CharacteristiCs ...........cceevveeeriieeeniieennieeenneenne 98
9.4.4  Concomitant MedICAtIONS ......ccueeitiiriieiieiieiite ettt sttt sbeesaneens 98
9.4.5  Treatment Exposure and Study Drug Compliance...........ccecuveeviieeriieiniiieeniieeiee e 98
9.4.6  Primary ENAPOINL(S) .veeerrieeiiiieiiieeiiie ettt eite ettt stee e stee s vee e e esnreeesaaeeenaeesnseeens 98
9.47  Secondary ENAPOINL(S) ..uveeervieeriieeiiieeiiieeiteeiteeeiteeeieeesteeesree et e esereeesaaeesnaeesnneeens 99
0.5 INtErimM ANALYSES .....eiiiiiiiiiieeteee ettt ettt st st 102
9.6  Data Monitoring Committee (DMOC).......cccueriiiiiriiniiiiiieieieeestee et 102
10 Supporting Documentation and Operational Considerations ..........cc.cccecveeveeriieeniennieennennn 103
10.1 Appendix 1: Regulatory, Ethical, and Study Oversight Considerations ............c.cccccue..... 103
10.1.1 Regulatory and Ethical Considerations ............cccceerieriiieriienieenie e 103
10.1.2 Financial DISCIOSUIE .......cc.coiiiiiiiiiiiiiiiieee et 103

Final 4.0 50f 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
10.1.3  Informed Consent PIOCESS..........eiiuiiiiiiiiieiieeiieeieeee ettt e 104
10.1.4  Data PrOteCHION ......evviiiieiiiieeeeeee e et e e e e et e e et e e e e eeaaeeeeeeaseeaas 104
10.1.5  COMMIEEES STIUCLUTE ....c..eiiuiieiiiiiieeiie ettt ettt ettt ettt eabeesaee e 105
10.1.6  Dissemination of Clinical Study Data.........ccccceoiiieiiieeiiiecieece e 105
10.1.7  Data QUAlity ASSUTANCE ......cccvvieirieeiieeeiiieeiteeeiteeeiteeeeteeesreeesreeessseeessseeessseeensseesnseens 105
10.1.8  S0UrCe DOCUMENLS ......eeiiiiiiiiiiieiiie ettt ettt ettt e s e s 107
10.1.9  Study and Site Start and ClOSUIE .........ccccveieiiieeiiieeieeeie et eve e e 107
10.1.10 Publication POLICY .......ciiiiuiiiiiiieciie ettt ettt e e e e aveeeaaaeenneas 108
10.1.11 Protocol Approval and AmMendment ............ccueeeeuveeeiiiieeiieeeiieeeiee et eesree e e e 108
10.1.12 Liability and INSUTANCE ........cc.eieeriieciie e ectee ettt see e e e e e e eereeeaaeeennaeas 108
10.2 Appendix 2: Clinical Safety Laboratory TeSts ........ccccvueeeviieeiiieeiieeieeeiee e 110
10.3 Appendix 3: Adverse Events: Definitions and Procedures for Recording, Evaluating,
Follow-up, and RePOTtING.......cc.eeiiiiiiiiieiie ettt 112
10.3.1  Definition OF AE .....ooiiiiiieee ettt sttt 112
10.3.2  Definition Of SAE ......oooiiiieeeee ettt 113
10.3.3 Recording and Follow-up of AE and SAE .........ccoooviiiiiiiiieieeeeeeeeee e 115
10.3.4  Reporting OF SAE ....ccoiiiiiieieeece ettt ettt e e e esaeenreas 117
10.4 Appendix 4: Contraceptive Guidance and Collection of Pregnancy Information............ 121
10.5 Appendix 5: Tumor IMAaGINg ........coovuieiiiiiiiiiieeiiee ettt 125
10.6 Appendix 6: European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire for Cancer Patients (EORTC-QLQ-C30)....cccceeeviieeiiiieriieeeiee e 126
10.7 Appendix 7: Brief Pain Inventory — Short FOrm..........ccccocovvvviiiiniiiinieieee e, 128
10.8 Appendix 8: Patient Experience Questionnaire (PEQ) ........cccoeoiiiiiniiiniiiiiiiieie 130
10.9 Appendix 9: Functional Assessment of Cancer Therapy — Prostate (FACT-P) Version 4 134
10.10 Appendix 10: Guidance for Low-Dose EBRT .......c..ccccoviiiiniiiiniiniiceceneeeee 137
10.11 Appendix 11: Country-Specific Requirements............cccceevveeriiieeniiieeniieeiee e 142
10.12 Appendix 12: Abbreviations and Trademarks ............ccccoevuieriiiiiiniieniieieccee e 143
LT REIEIEICES. .ttt ettt st ettt e b e st e bt e et e bt e sateenbeeeaee 147
Investigator AGreement PAGe .........c.coeuiiiiiiiiiiiiiecie ettt e e 148
List of Figures
Figure 1-1:  Study Design: Part 1 .........ccooiiiiiiiiiiieeeee e 27
Figure 1-2:  Study Design: Part 2 ........cccooeeiiiiiiiieeie ettt e e 30

Final 4.0 6 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
List of Tables
Table 1-1 Schedule of Activities (SoOA) —Part 1 and Part 2..........cccooevivieiiiiiiiiieeee, 31
Table 1-2 Electrocardiogram Schedule: Part 1 (All Patients) and Part 2 (Only for First 10

Patients in Each TUMOT TYPE) ..cc.uiivviiiiieiiieiieieecieee e 41
Table 1-3 Pharmacokinetic Sampling Schedule Following Morning Dose — Part 1 (All

Patients) and Part 2 (Only for First 10 Patients in Each Tumor Type) ................. 42
Table 1-4 Pharmacodynamic Sampling Schedule — Part 1 and Part 2 (All Patients)............ 43
Table 1-5 Optional Archival Tissue Collection and Fresh Biopsy Sampling Schedule —

Part 1 and Part 2 (All Patients) .......ccccccveeeiiieeeiieeciie et 43
Table 3-1 Objectives and ENdPOINtS .......ccceeeevierieeiiieiieeiieeie et esee e ereesenes 50
Table 4-1 Proposed Doses for NOX66 (Part 1) ......ccocvveeeiiieiiiieeiee e 56
Table 6-1 Study Drug(s) AdminiStered ...........ccceeevieriieriieriienieeieeieeteeeee e eeeeree e eeeens 66
Table 6-2 Dose Modification of Study Treatment NOX66...........cccccvvveviininienienenieneenns 71
Table 6-3 Management of NOX66 Treatment-related TOXICItY .....c.covveeereerieeciierieeieenenee 71
Table 8-1 Eastern Cooperative Oncology Group Performance Status Score..........c.ccccueeeee. 82
Table 9-1 Populations fOr ANALYSIS ......ccuveeiieiiieeiieiieeie ettt e e eee 96
Table 10-1 Protocol-Required Safety Laboratory Assessments...........coceeeeveereenerieeecnneenn 110

Final 4.0 7 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

1 Protocol Summary
1.1 Synopsis

Protocol Title: A Phase 1b/2a Multicenter Study of NOX66 and External Beam Radiotherapy in
Patients with Metastatic Castration-resistant Prostate Cancer and Other Solid Tumors

Sponsor Protocol No.: NOX66-005

Development Phase: Phase 1b/Phase 2a

Sponsor: Noxopharm Limited

Study Sites and Locations: Approximately 14 sites in Australia, United States and Europe
Rationale:

Idronoxil, which is the active ingredient of the NOX66 formulation, is a synthetic flavonoid
derivative of genistein that inhibits external Ecto-NOX disulfide-thiol exchanger (ENOX) 2 to
induce apoptosis. ENOX2 inhibition activates the sphingomyelinase pathway and deactivates
the antiapoptotic protein kinase B pathway, a key driver of radiotherapy resistance. The targeted
effect on ENOX2 has the potential to limit toxicity to non-cancer cells, which preferentially
express ENOX1. Previous studies have demonstrated improved radiation sensitivity in prostate
cancer with flavonoid derivatives. Early studies of intravenous and oral formulations of
idronoxil were hampered by limited bioavailability. The Sponsor has sought to address the
problem of extensive drug metabolism through the development of a rectal suppository dosage
form. With blood draining from the distal part of the rectum directly into the inferior vena cava,
first pass liver metabolism can be avoided. In the case of a diphenolic drug such as idronoxil, the
bioavailability is augmented by the rectal mucosa being known to be devoid of transferase
activity and therefore the phase II metabolism is significantly reduced. These two aspects
combined are the basis for the rationale that idronoxil delivered via the rectum is subjected to
less phase I and phase II metabolism than that observed for orally administered idronoxil.
NOX66 is a suppository dosage form of idronoxil in a proprietary fatty base containing a
surfactant. This formulation is novel in that a lipophilic active ingredient is dispersed in a
lipophilic suppository base — compared with traditional suppository formulations whereby a
hydrophilic base would normally be utilized. Moreover, this suppository dosage form provides a

slow and sustained release of idronoxil comparable to an intravenous infusion.
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The first clinical study with NOX66 (NOX66-001A) was a Phase 1a/1b study in which NOX66
was evaluated both as a monotherapy and in combination with carboplatin, in patients with
refractory solid tumors. Two breast cancer (BC) patients and one ovarian cancer patient enrolled
in this study had reductions in target lesions size with one BC patient showing target lesion
disappearance (as per Response Evaluation Criteria in Solid Tumors [RECIST] v1.1.) at the end
of the study.

The NOX66-002A study evaluated NOX66 in combination with external beam radiotherapy
(EBRT) in patients with metastatic castration-resistant prostate cancer (nNCRPC). Twenty-five
patients received radiation therapy and 7 to 16 days of NOX66 treatment in this study.

The overall radiological assessment according to RECIST v1.1 at 3 months for 19 evaluable
patients resulted in 17 patients with disease control (1 patient in the 800 mg and 2 patients in
1200 mg dose cohort with partial response [PR], 14 patients with stable disease [SD]) and

2 patients, 1 each in the 400 mg and 800 mg cohorts, respectively, with disease progression. At
6 months and of the 15 evaluable patients, 1 continued to have PR and 60% continued to have
SD. There were two changes among the patients with PR in the 1200 mg cohort, with 1 patient
not evaluable due to withdrawal and the other patient progressing to disease progression by
RECIST vl1.1 criteria while maintaining a prostate-specific antigen (PSA; 69%) and pain
response (69% in overall pain score).

The overall disease control rate (DCR) at 6 months was 66.6% (10/15), with 9 patients having
SD and 1 patient PR. The patient with PR also had a PSA decrease of 86% and a symptom
control response of being 100% pain-free. A clinical meaningful response in a non-irradiated
lesion was also observed in the same patient, with a reduction in tumor size of 26.1% from
baseline at 3 months and a continued decline to 49.3% at 6 months (abscopal response). Four of

15 patients had an abscopal response in non-irradiated lesions that were outside of the radiation
field.

NOX66 is designed to improve drug delivery and exposure of idronoxil to tumor cells. This
Phase 1b/Phase 2a clinical study will explore higher doses of NOX66 and expand the experience
of NOX66 in men with mCRPC and patients with other solid tumors to determine the
recommended Phase 2 dose (RP2D) and provide preliminary evidence on overall tumor response
rate, survival, symptomatic relief of pain as well as other symptoms of this disease, and effects
on PSA levels (for mCRPC patients only).
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Objectives and Endpoints:
Objectives Endpoints

Primary Objectives and Endpoints

Part 1 (Dose Escalation): The primary objective for Part 1 will be determined
based on the count of DLTs.

To determine the MTD and RP2D of e MTD is defined as the dose level at which no
NOX66 in combination with low-dose more than 1 patient out of 6 experiences a DLT
EBRT in patients with any solid tumor at the end of Cycle 1.

e RP2D is the highest dose administered at which
no more than 1 patient out of 6 experiences a
DLT at the end of Cycle 1 and the dosage form,
including the dosing frequency, is acceptable to
patients.

Part 2 (Dose Expansion):

Arm 1: To evaluate the effect of NOX66 | ¢ PSA response is defined as the proportion of
on PSA response in patients with patients with a reduction in PSA in plasma
mCRPC. (ng/mL) of > 30% from baseline at the end of
Cycles 3 and 6.

Secondary Objectives and Endpoints

Characterize the safety and tolerability | Safety and tolerability of NOX66 as determined by
of NOX66 AEs, TEAEs, clinical laboratory evaluations, vital
signs, 12-lead ECG and physical examinations.

Evaluate the safety and tolerability of Safety and tolerability of both doses of EBRT as

both doses of EBRT determined by AEs, TEAE:s, clinical laboratory
evaluations, vital signs, 12-lead ECG and physical
examinations.

Evaluate the exposure of idronoxil Concentration of idronoxil and selected metabolites

in plasma and derived PK parameters, including but
not limited t0: Cmax, Tmax, AUC(0-t, AUC(0-6),
AUC(0-12), AUC(0-inf), Cmin and ty, as data permit.
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Objectives

Endpoints

Evaluate the preliminary clinical
efficacy of NOX66 plus low-dose
EBRT in patients with mCRPC and
other solid tumors

Preliminary clinical efficacy as determined by:

Change from baseline in PSA (mCRPC only) at
any time point.
Overall response rate assessed by RECIST v1.1

criteria (all tumor types) and PCWG-3 criteria
(mCRPC).

Duration of response (for patients with
measurable disease).

Change from baseline ECOG scores.
Change from baseline in tumor size and number.
PFS and OS.

Explore the effects of NOX66 on pain
and other cancer-related signs and
symptoms

Effects on pain and other cancer-related signs and
symptoms as determined by:

Change from baseline in pain scores based on
the BPI-SF questionnaire.

SREs and SSEs.

Change of dose and frequency of morphine
administration and analgesic use.

Evaluate the QoL using PRO
questionnaires

QoL as assessed by:

Change from baseline in PEQ.
Change from baseline in EORTC-QLQ-C30.

Change from baseline in FACT-P (mCRPC
only).

Exploratory Objectives and Endpoints

Characterize the relationship between
pharmacodynamic biomarkers and
idronoxil plasma concentrations (if a
meaningful change is observed)

Change in biomarkers (cytokines, chemokines
and ctDNA) from baseline.

Change in lipid profile from baseline.

Part 2 - Arm 2: Dose expansion cohort
(BC and NSCLC)

To evaluate the effect of NOX66 on
DCR in patients with BC and NSCLC.

DCR is measured by the percentage of patients
with a best overall confirmed response of CR or
PR and SD.

AE = adverse event; BC = breast cancer; BPI-SF = Brief Pain Inventory — Short Form; CR = complete response;
ctDNA = circulatory tumor deoxyribonucleic acid; DCR = disease control rate; DLT = dose-limiting toxicity;
EBRT = external beam radiotherapy; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group;
EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
for Cancer Patients; FACT-P: Functional Assessment of Cancer Therapy — Prostate; mCRPC = metastatic
castration-resistant prostate cancer; MTD = maximum tolerated dose; NSCLC = non-small-cell lung cancer;

OS = overall survival; PCWG-3 = Prostate Cancer Working Group 3; PEQ = Patient Experience Questionnaire;
PFS = progression-free survival; PK = pharmacokinetic(s); PR = partial response; PRO = Patient Reported
Outcome; PSA = prostate-specific antigen; QoL = quality of life; RECIST = Response Evaluation Criteria in Solid
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Tumors; RP2D = recommended Phase 2 dose; SD = stable disease; SRE = skeletal-related events;
SSE = symptomatic skeletal events; TEAE = treatment-emergent adverse event

Overall Design:

This is a Phase 1b/Phase 2a, open-label, multicenter study to determine the safety, tolerability,
RP2D, efficacy, pharmacokinetics (PK) and pharmacodynamic (PD) properties of idronoxil
when rectally administered as a suppository (NOX66) to patients with any solid tumor (Part 1)
and patients with mCRPC, BC and non-small-cell lung cancer (NSCLC) (Part 2) who are eligible
for low-dose EBRT for at least one symptomatic or minimally symptomatic lesion (for the
prevention of symptoms). The study is divided into 2 parts: Part 1 (dose escalation) and Part 2
(dose expansion). The study design allows an exploration of different doses of NOX66 (800 mg,
1200 mg, 1600 mg and 2400 mg) with safety monitoring to ensure the safety of the patients. A
Safety Steering Committee (SSC) will review available safety data after the first cycle (21 days)
of each dose cohort of NOX66 in Part 1 to determine the maximum tolerated dose (MTD)/RP2D.

In Cycle 1, NOX66 will be administered for 14 days followed by a 7-day rest period on a 21-day
cycle. From Cycle 2 onwards, NOX66 will be administered for 7 days followed by a 7-day rest
period on a 14-day cycle. Patients will continue to receive NOX66 on a cyclical basis until
disease progression, unacceptable toxicity, withdrawal of consent, start of a new anticancer
therapy, withdrawal of the patient by the Investigator or the defined end of study is reached.

The study population consist of patients with mCRPC, BC, NSCLC or other solid tumors who
have failed at least one line of prior treatment and for whom, according to the Investigator, are
eligible for low-dose EBRT for at least one symptomatic or minimally symptomatic lesion (for
the prevention of symptoms).

The dose levels of EBRT will be either:
e 8 Gray (Gy) as a single fraction, or
e 20/25 Gy as 5 fractions given over 5 to 10 days.

The first EBRT dose fraction must be administered on Day 2 of Cycle 1 and the remaining dose
fractions will be given between Day 3 and Day 11. The choice of one of the EBRT
dose/fractions stated above will be at the discretion of the Investigator and will be determined by
the clinical requirements of the patient. EBRT will be administered according to the institutional
protocol.

The expected study duration for a patient from the time of Screening will be a minimum of 7
months, unless the patient develops progressive disease sooner, but may be longer than 7
months. The duration from Screening and initial administration of NOX66 until the last study
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visit is determined by the number of treatment cycles each patient receives plus the follow-up
period, which is from the last dose of NOX66 until disease progression, withdrawal of consent,
death or the defined end of study, whichever is shorter.

There will be a Screening period of up to 27 days (Days -28 to -2). Each patient will attend the
study center on Day -1 of Cycle 1 for eligibility assessments and on all PK days

(Cycle 1: Days 1, 2, 6, 14 and 15; Cycles 2 and 3: Days 1 and 8). Patients in Part 1 may require
an overnight stay on Day 1 of Cycle 1. On Days 1, 2, 6 and 14 of Cycle 1 and Day 1 of Cycles 2
and 3, the NOX66 morning administration will occur at the study center under medical
supervision. During these days blood samples for PK analysis will be collected as per the
schedule mentioned in Table 1-3. In addition to PK samples, patients will be monitored for
cardiac effects using 12-lead electrocardiograms (ECGs) (Table 1-2). NOX66 will be
self-administered by the patients or administered by their care giver at home on all other dosing
days as well as the evening doses of NOX66 on PK days (Cycle 1: Days 2, 6 and 14; Cycles 2
and 3: Day 1). The evening dose of Day 1 of Cycle 1 (in Part 1 only) will be administered at the
clinical unit. Patients or care givers should always wear gloves when handling and/or during
administration of NOX66. The use of a small amount of water-soluble lubricant is advised
before rectal administration. Further administration and handling instructions are provided in the
“Instructions for Administration of NOX66 Suppositories” document. Patients will also attend
the study center for EBRT (8 Gy or 20/25 Gy given as 1 or 5 fractionated doses, respectively) on
Days 2 to 11 of Cycle 1 depending on the number of fractions administered. From Cycle 2
onwards only NOX66 will be administered for 7 days followed by a 7-day rest period (as
indicated above). Patients with mCRPC may also receive androgen deprivation therapy as
maintenance therapy and patients with BC may receive background hormonal therapy during this
study. No other anticancer therapy will be allowed during the study. As stated above, patients
will continue to receive NOX66 on a cyclical basis until disease progression, unacceptable
toxicity, withdrawal of consent, start of a new anticancer therapy, withdrawal of the patient by
the Investigator or the defined end of study is reached. Patients will have an End of Treatment
(EOT) Visit within 7 to 10 days after the last dose of study drug. If a patient discontinues the
study early (Early Discontinuation [ED]), the patient will have an ED Visit within 7 to 10 days
after the last dose of study drug. All patients (both Part 1 and Part 2) who discontinue from study
treatment but have not withdrawn consent, for reasons other than disease progression will be
followed up approximately every 12 weeks (+ 2 weeks) after completion of their treatment
period. They will be required to attend the clinical unit for these 12 weekly follow-up visits for
safety assessments and undergo imaging to assess disease response until the defined study end.
The study will be ended and closed when the last mCRPC patient enrolled in Arm 1 of Part 2
completes 6 months of treatment, or is withdrawn from the study, whichever is shorter.
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Patients who have withdrawn consent in both study parts will be followed up by phone for
adverse events (AEs)/serious adverse events (SAEs) for 30 days after the last dose of study drug
or until resolution or stabilization of ongoing AEs/SAEs deemed at least possibly related to the
study drug, whichever is longer. The study schemes are provided in Figure 1-1 (Part 1) and
Figure 1-2 (Part 2), and the Schedule of Activities is provided in Table 1-1 (Parts 1 and 2).

Part 1 (Dose Escalation)

Approximately 30 patients with any solid tumor who require low-dose EBRT will be enrolled
sequentially to the four planned NOX66 dose groups (Dose Cohort 1: 800 mg [3 to 6 patients];
Dose Cohort 2: 1200 mg; Dose Cohort 3: 1600 mg; Dose Cohort 4: 2400 mg [3 to 8 patients in
each of Dose Cohorts 2 to 4]; total daily dose administered twice a day [BID]). At least

2 patients enrolled in Dose Cohorts 2 to 4 must have mCRPC.

The proposed dose regimen for Part 1 is given in the table below. No intra-subject dose

escalation is allowed.

Proposed Doses for NOX66 (Part 1)

Dose Cohort
1 2 3 4
Total daily dose 800 mg 1200 mg 1600 mg 2400 mg
Dosing regimen 400 mg BID 600 mg BID 800 mg BID 1200 mg BID
Number of suppositories per 2 x 400 mg 2 x 600 mg 4 x 400 mg 4 x 600 mg
day

BID = twice daily

All patients will be closely monitored for any dose-limiting toxicities (DLTs) up to Day 21 of
Cycle 1.

Dose escalation will be based on an adapted “3+3” design, where dose cohorts will be expanded
for up to 6 patients (Dose Cohort 1) in the event of DLT or up to 8 patients (Dose Cohorts 2 to 4)
to allow for robust estimation of PK parameters after being deemed “safe” based on the
traditional “3+3” design.

At each dose level, 3 patients will initially be treated with NOX66.

e Ifnone of the first 3 patients enrolled in Cohort 1 experience a DLT during the first treatment
cycle, the dose will be escalated to the next level.
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e Ifnone of the first 3 patients experience a DLT during the first treatment cycle of Cohorts 2
to 4, then the dose level will be deemed “safe” and up to 5 additional patients will be enrolled
to the current dose level for estimation of PK parameters. At the same time (with the
exception of Cohort 4), the next dose level will be initiated and the first 3 patients will be
enrolled to the escalated dose.

e If 1/3 patients experience a DLT, an additional 3 patients will be enrolled. If 1/6 patients
experience a DLT then this dose level will be deemed “safe” and, for Cohorts 2 to 4, 2 more
patients may be enrolled for estimation of PK parameters. At the same time, the next dose
level will be initiated and the first 3 patients will be enrolled to the escalated dose.

e [If>1/3 or > 1/6 patients experience a DLT, then dose escalation will be halted, and the
previous dose will be declared as the MTD.

If the 1200 mg dose is not tolerable (i.e., 2 or more patients with DLTs), an additional 3 patients
will be enrolled in the 800 mg dose cohort in order to declare 800 mg as the MTD (if no more
than 1/6 patients experience a DLT).

If no DLT is observed at 2400 mg (Dose Cohort 4), dose escalation will be stopped. The
proposed highest dose level (2400 mg) will be declared the RP2D.

There will be a temporary halt for enrollment after the first 3 patients are enrolled in each cohort

until the SSC clears that the dose level is safe to continue the dose escalation.

During the SSC meeting for NOX66 dose escalation decision, the safety and tolerability of both
EBRT doses (8 Gy and 20/25 Gy) will also be evaluated.

DLT monitoring will be applicable for all patients enrolled in each cohort, including patients
enrolled for the purpose of PK analysis; as well as the decision rule for the enrollment of
additional PK patients (i.e., stopping dose escalation).

Part 2 (Dose Expansion)

Part 2 will be expanded to enroll additional patients with mCRPC (Arm 1), BC and NSCLC
(Arm 2). All patients will be treated with NOX66 RP2D along with low-dose EBRT (8 Gy or
20/25 Gy given as 1 or 5 fractionated doses, respectively). Up to a total of 40 patients will be
recruited into Part 2, dose expansion part of this study. Arm 1 will enroll 25 mCRPC patients.
Arm 2 is an exploratory arm to assess the preliminary effectiveness of the combination of
NOX66 at the RP2D with EBRT in other solid tumors other than mCRPC. Up to a total of 15
patients are to be enrolled into Arm 2, comprising a mix of BC and NSCLC patients. For Part 2
of this study, once 25 mCRPC patients have been enrolled onto Arm 1, all additional recruitment
into Arm 2 will also stop.
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Eligibility Criteria:
Inclusion Criteria
Patients are eligible to be included in the study only if all of the following criteria apply:

Informed Consent

1. Patient is capable of giving signed informed consent which includes compliance with the

requirements and restrictions listed in the informed consent form and in this protocol.
Type of Patient and Disease Characteristics
2. Patient has a minimum life expectancy of 6 months.
3. Patient is 18 years or older at the time of signing the informed consent.

4. Histological or cytological confirmation of prostate cancer, BC, NSCLC and any other solid
tumors.

5. Confirmed metastatic disease by imaging (e.g., bone scans, X-rays, ultrasound, computerized

tomography, magnetic resonance imaging).

6. Documented disease progression (e.g., based on radiographic imaging, PSA or other clinical

parameters) following first or later lines of anticancer systemic treatment.
7. Patient is eligible for low-dose EBRT for at least one lesion.

8. Patients with prior RT are eligible, only if there is no potential for field overlap between the
prior RT and the planned RT.

9. For patients with BC or NSCLC: Patient must have at least one measurable lesion as per
RECIST v1.1 (in Part 2 only).

10. Patient has Eastern Cooperative Oncology Group (ECOG) performance status of 0 to 2.
11. Adequate bone marrow function defined as:

e Absolute neutrophil count > 1.5 x 10°/L.

e Platelet count > 100 x 10°/L.

¢ Hemoglobin > 9.0 g/dL (with or without transfusion).
12. Adequate renal function defined as:

¢ Creatinine clearance as measured by the Cockcroft-Gault equation > 30 mL/min.

Final 4.0 16 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

13. Adequate liver function defined as:

e Serum total bilirubin < 1.5 x upper limit of normal (ULN; patients with confirmed
Gilbert’s syndrome may be included in the study).

e Aspartate aminotransferase/alanine aminotransferase < 2.5 x ULN (or <5 X ULN in
patients with liver metastasis). Elevated alkaline phosphatase is not exclusionary if due
to the presence of bone metastasis and liver function is otherwise considered adequate in
the Investigator’s judgement.

Metastatic Castration-resistant Prostate Cancer

14. Baseline testosterone levels < 14.4 ng/dL and ongoing medical castration must be maintained
throughout the duration of the study.

15. Patient has evidence of symptomatic and/or progressive disease. Progressive disease is
defined as any one of the following:

e Radiographic disease progression in soft tissue (nodule or visceral metastasis) and/or
bone with or without PSA progression. Objective evidence of increase in radiographic

lesions or the appearance of 2 or more new lesions

¢ Prostate-specific antigen progression: At least 3 consecutive rising PSA levels (=2 to

5 ng/mL) separated by at least 1 week, with castrate levels of testosterone.

Breast Cancer Patients

16. Known hormone receptor status (estrogen receptors/progesterone receptors or estrogen
receptors alone). Breast cancer patients are allowed to be on background hormonal
treatment.

Contraception

Contraceptive use should be consistent with local regulations regarding the methods of

contraception for those participating in clinical studies.

NOTE: The reliability of sexual abstinence for male or female enrollment eligibility needs to be
evaluated in relation to the duration of the clinical study and the preferred and usual
lifestyle of the patient. Periodic abstinence (e.g., calendar, ovulation, symptothermal, or post
ovulation methods) and withdrawal are not acceptable methods of contraception.

Male Patients:

17. Patient must have had a vasectomy or must agree to use a highly effective contraception as
detailed in Section 10.4 of this protocol during the treatment period and for at least 3 months
after the last dose of study drug and refrain from donating sperm during this period.
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Female Patients:

18. A female patient is eligible to participate if she is not pregnant (see Section 10.4), not
breastfeeding, and at least one of the following conditions applies:

e Not a woman of childbearing potential (WOCBP) as defined in Section 10.4.
OR

e A WOCBP who agrees to follow the contraceptive guidance in Section 10.4 and not to
donate ova during the treatment period and for at least 3 months after the last dose of

study drug.
Exclusion Criteria
Patients are excluded from the study if any of the following criteria apply:
Medical Conditions
1. Patient has tumor involvement of the central nervous system.

2. Impaired cardiac functioning or clinically significant cardiac disease, including the
following:

e Acute myocardial infarction or unstable angina pectoris < 6 months prior to starting study
drug.

e Corrected QT interval using Fridericia’s formula > 470 msec on screening ECG (average
of triplicate measurement will be used).

e Uncontrolled clinically significant cardiac arrhythmia (patients with rate-controlled atrial
fibrillation are not excluded).

NOTE: Patients with a history of coronary artery disease, revascularization and/or stable
coronary artery disease are not excluded.

3. Uncontrolled hypertension despite two concomitant antihypertensive therapies, defined as
supine systolic blood pressure > 150 mmHg or diastolic blood pressure > 100 mmHg based

on a mean of three measurements at approximately 2-minute intervals.
4. Patients who have had a colectomy (total or left hemicolectomy) with re-anastomosis.

5. Patients for whom administration of the suppositories are likely to cause pain or difficulties
in absorption (e.g., inflamed hemorrhoids, fissures or lesions of the anus or rectum).

6. Patients with fecal impaction or uncontrolled irritable bowel disease.

7. Patients with inflammatory bowel disease (e.g., Crohn’s disease or ulcerative colitis) will be
excluded, even if the condition is well controlled.
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8. Active or chronic infection with human immunodeficiency virus (HIV), hepatitis B or
hepatitis C. Screening of patients with serology testing for these viruses is not required.
However, patients who have a past history of viral hepatitis or in whom there is a current
suspicion of viral hepatitis will have serology testing for hepatitis B and hepatitis C
performed to determine whether there is any current evidence of ongoing infection with these
viruses. Patients considered to be at risk for HIV infection should have HIV testing
performed. If the test result is negative, the patient will be allowed to participate in the study.

NOTE: Patients with chronic HIV infection, on ongoing treatment with anti-viral
medications, who have an undetectable viral load are not considered to be infectious and can

be included in this study.

9. Any other disease, metabolic dysfunction, physical examination finding or clinical laboratory
finding that, in the Investigator’s opinion, gives reasonable suspicion of a disease or
condition that contraindicates the use of an investigational drug, may affect the interpretation
of the results, render the patient at high risk from treatment complications or interferes with

obtaining informed consent.

10. Patients with oligometastatic disease (fewer than 5 metastatic lesions) amenable to standard

therapy will be excluded.

11. Major surgery within 4 weeks or minor surgery or biopsy within 1 week of the first dose

administration.

12. Patients who have had RT to the region of the rectum or will require RT to the region of the

rectum during the trial.

NOTE: Metastatic castration-resistant prostate cancer [mCRPC] patients who have received
prior prostate or prostate fossa radiation and radiation to nearby lymph nodes, where the
rectum is not the target, can be included in this study.

Prior/Concomitant Therapy

13. Uncontrolled active infection requiring intravenous antibiotic, antiviral or anti-fungal
medications within 14 days before the first dose administration. Infections (e.g., urinary tract
infection) controlled on concurrent anti-microbial agents and anti-microbial prophylaxis per

institutional guidelines are acceptable.

14. Receiving or having received anticancer treatment within the following period prior to the

first dose administration:

e Cytotoxic treatment: 3 weeks.
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15.

16.

e Non-cytotoxic drugs, including small molecule investigational products: 3 weeks or

5 terminal half-lives from plasma (whichever is the longest).
e Biological products including investigational immune-oncology agents: 4 weeks.
e Radiation with a limited field for palliation: 4 weeks.
e Radiation to > 30% of the bone marrow: 4 weeks.
e Lung radiation: 60 days.

Patient has received corticosteroids at a dose of > 10 mg prednisone/day or equivalent for

any reason within 4 weeks prior to receiving the first dose administration.

History of hypersensitivity to active or inactive excipients of study drug or drugs with a

similar chemical structure or class to the study drug.

Other Exclusions

17.
18.

19.

Patient is not willing to use suppositories.

Judgement by the Investigator that the patient should not participate in the study if the patient
is unlikely to comply with study procedures, restrictions and requirements.

Patient has a positive reverse transcription polymerase chain reaction (RT-PCR) test for
severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) prior to Screening or
enrollment or has clinical signs and symptoms consistent with SARS-CoV-2 infection;

e.g., fever, dry cough, dyspnea, sore throat, fatigue or positive SARS-CoV-2 test result within
2 weeks prior to Screening. Patients who had symptomatic coronavirus disease 2019
(COVID-19) less than 1 month prior to Screening will be excluded. If a patient has had a
severe course of COVID-19 (extracorporeal membrane oxygenation, mechanically
ventilated) within 4 weeks of Screening, or have any sequelae of infection or ongoing
infection, the patient will also be excluded. If the patient has had recent (within previous

14 days) exposure to someone who has COVID-19 symptoms, been in contact with someone
who has tested positive for COVID-19 or visited a COVID-19 treatment facility, the patient
may be re-evaluated for participation in the study after undergoing an isolation period of at
least 10 days and having a negative SARS-CoV-2 RT-PCR test prior to enrollment.

Disclosure Statement:

This is an open-label, multicenter, sequential 2-part treatment study (Part 1 and Part 2).

Number of Arms:

The study will include 4 dose cohorts (Part 1) and 2 treatment arms (Part 2).
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Number of Patients:
The sample sizes selected for this study are as follows:

e Part 1 (Dose Escalation): Up to 30 patients will be enrolled in Part 1, in cohorts of 3 to
6 patients (Dose Cohort 1) or 3 to 8 patients (Dose Cohorts 2 to 4) at each specified dose.

e Part 2 (Dose Expansion): A total of 40 patients will be enrolled in Part 2, with 25 mCRPC
patients in Arm 1, and up to 15 patients in total in Arm 2 comprising a mix of BC and
NSCLC patients. Once 25 mCRPC patients have been enrolled into Arm 1, all additional
recruitment into Arm 2 will stop, irrespective of the number of patients enrolled. Dosing
Groups and Duration:

o Part 1: Eligible patients with any solid tumor will be enrolled in one of 4 dose cohorts:

o Dose Cohort 1: 800 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on the number of fractions to be administered). From Cycle 2
onwards, 800 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 2: 1200 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
1200 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 3: 1600 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
1600 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 4: 2400 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
2400 mg NOX66 will be administered on Days 1 to 7.

e Part 2: Eligible patients will be enrolled in 1 of 2 treatment arms:

o Arm I — patients with mCRPC: RP2D NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2
to 11 of Cycle 1, depending on number of fractions to be administered). From Cycle 2
onwards, RP2D NOX66 will be administered on Days 1 to 7.

o Arm 2 — patients with BC or NSCLC: RP2D NOX66 (Days 1 to 14 [Cycle 1]) + EBRT
(Days 2 to 11 of Cycle 1, depending on number of fractions to be administered). From
Cycle 2 onwards, RP2D NOX66 will be administered on Days 1 to 7.

Patients will have a rest period (no NOX66 administration) on Days 15 to 21 of Cycle 1 and
Days 8 to 14 of Cycle 2 onwards (Parts 1 and 2).
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Study Assessments:

Efficacy will be assessed by evaluating the change from baseline PSA for patients with mCRPC.
For all patients, DCR (as measured by complete response [CR], PR and SD) will also be
evaluated based on change from baseline imaging using RECIST v1.1 criteria. Bone lesions will
be evaluated using Prostate Cancer Working Group 3 (PCWG-3) criteria. Other assessments to
be performed during this study are ECOG scores, pain severity, and Patient Reported Outcomes.
Efficacy will also be evaluated by examining skeletal-related events (SREs), symptomatic
skeletal events (SSEs), progression-free survival (PFS), overall survival (OS), and objective

response rate.

Safety and tolerability of NOX66 and separately for both doses of EBRT (8 Gy or 20/25 Gy) will
be determined by AEs, treatment-emergent adverse events (TEAEs), clinical laboratory
evaluations, vital signs, 12-lead ECGs and physical examinations. The study will also evaluate
DLTs during Cycle 1 of Part 1.

Plasma PK analysis for idronoxil and selected metabolites will be performed for Part 1 (all
patients) and Part 2 (first 10 patients enrolled irrespective of tumour type)

Changes from baseline in the lipidomic profile, plasma levels of cytokines and chemokines (all
sites), and circulatory tumor deoxyribonucleic acid (ctDNA; all patients participating at

pre-selected sites only) will be assessed (Parts 1 and 2).
Statistical Analyses:

The main aims of the study are to assess the safety, tolerability, efficacy, PK and PD profiles of
idronoxil (and selected metabolites) and EBRT in patients with prostate cancer and other solid
tumors.

Continuous data will be summarized using the number of patients (n), mean, standard deviation,
median, 25" and 75" percentiles, minimum and maximum. Categorical data will be summarized
using frequency tabulations (number and percentage of patients).

Baseline will be defined as the last measurement obtained prior to the first administration of
NOX66.

Disposition of patients will be listed and summarized. Patient demographics, baseline
characteristics, concomitant medications and exposure to study drug will be listed and
summarized for each study part by dose cohort (Part 1) or treatment arm (Part 2) using
appropriate descriptive statistics.
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Primary Endpoint Analyses

The primary endpoint for Part 1 (dose escalation) is the number of DLTs, which will be used to
estimate the MTD and select the RP2D. This will be determined by the dose level at which no
more than 1 out of 6 patients experiences a DLT during Cycle 1. For assessment of DLTs,
toxicities will be coded using the Medical Dictionary for Regulatory Activities (MedDRA) v22.0
or higher and graded according to National Cancer Institute-Common Terminology Criteria for
Adverse Events (NCI-CTCAE) v5.0. The number of DLTs experienced by a patient will be
summarized by DLT type for each dose cohort and DLT events will be listed by patient. The
listing will include the description, severity and relationship of the events to study drug.

The primary endpoint for Part 2 Arm 1 (mCRPC patients) is the proportion of patients who
achieve > 30% reduction in PSA from baseline at the end of Cycles 3 and 6. Plasma levels of
PSA will be collected on Day 1 of Cycles 1 to 5, every second cycle thereafter (i.e., Cycles 7, 9,
11 etc.), and at the EOT/ED Visit. For those patients that discontinue study treatment for any
reason other than disease progression, their PSA plasma levels will continue to be collected at
each of the 12-weekly (£2 weeks) follow-up visits until the defined study end, which is when the
last mCRPC patient has completed 6 months of treatment, or has been withdrawn from the study,
whichever is shorter. The number and proportions of patients with a > 30% reduction in PSA
levels from baseline to the end of Cycles 3 and 6 (primary endpoint) and change from baseline at
any time point (secondary endpoint) will be presented for Treatment Arm 1 along with the

corresponding exact 95% confidence interval (CI; Clopper-Pearson).

Secondary Endpoint Analyses
e Safety Analysis

Safety profiles will be summarized by NOX66 dose cohort and separately by EBRT dose
cohort (Part 1) or treatment arm and separately by EBRT dose cohort (Part 2) and will be
based on the Safety Analysis Set. Adverse events will be coded using the MedDRA v22.0 or
higher and will be graded according to the NCI-CTCAE v5.0. Treatment-emergent AEs are
defined as those AEs that either start or worsen in severity on or after the date of first
administration of study drug and on or before 30 days after the last dose of study drug.
Treatment-emergent AEs will be summarized by severity grade and relationship to study
drug. Serious AEs, serious TEAEs and TEAESs leading to discontinuation of study drug or to
death will be presented. Changes in clinical laboratory values, vital signs, ECGs and

physical examinations will be summarized over time.

e [Efficacy Analysis

Efficacy analysis will be conducted for the patients enrolled to Part 1 and Part 2 of the study.
Results will be summarized by dose cohort (Part 1) or treatment arm (Part 2).
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o PSA samples (patients with mCRPC) will be collected on Day 1 of Cycles 1 to 5, every
second cycle thereafter (i.e., Cycles 7, 9, 11, etc.), at the EOT/ED Visit. For all patients
including those that discontinued study treatment for any reason other than disease
progression, their PSA plasma levels will continue to be collected at each 12-weekly (+2
weeks) follow-up visits until the defined study end. A PSA response will be considered
as a PSA value reduction > 30% from baseline at the end of Cycles 3 and 6. A PSA
reduction from baseline at any time point will also be assessed as a secondary objective.
This will be censored at the defined study end.

o Overall response rate, defined as the percentage of patients with CR and PR, will be
assessed based on change from baseline imaging (RECIST v1.1 and PCWG-3 criteria for
measurable or evaluable lesions). The number and proportion of responders (CR and PR)
will be presented along with the exact 95% CI (Clopper-Pearson) for the time points after
Day 1. Tumor imaging assessment will be continued as scheduled for the patients who
are discontinued from the study treatment for reasons other than disease progression. The
best overall response (CR, PR, SD or progression) will be summarized. This will be

censored at the defined study end.

o Change from baseline in ECOG, pain severity and pain interference with daily activities,
and dose and frequency of morphine administration and analgesic use will be
summarized over time. The number and proportion of patients with a pain response
(> 2-point reduction in pain severity and no additional opioid use) will be summarized
over time along with the exact 95% ClIs (Clopper-Pearson). The number and proportion
of patients with SREs and/or SSEs will be summarized at each time point and presented
along with the exact 95% CI (Clopper-Pearson).

o Scale measures from the European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire for Cancer Patients (EORTC-QLQ-C30), Brief pain
inventory-short form (BPI-SF), Patient Experience Questionnaire (PEQ), and Functional
Assessment of Cancer Therapy — Prostate (FACT-P; mCRPC patients only) will be
summarized for all patients by dose at each visit as well as the change from baseline to
each visit.

o Survival functions will be computed for OS, PFS and PSA reduction/progression (for
Part 2, Arm 1 only) using the Kaplan-Meier method. Estimates of median survival times
will be presented along with 2-sided 95% Cls. The 25™ and 75" percentiles and the range
(minimum, maximum) will be presented as well. OS, PFS and PSA response will be
censored at the defined study end.

Final 4.0 24 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

@)

Duration of response is defined as the time from the first documented overall response of
CR, PR or SD to the first documented overall response of progressive disease. Duration
of response will be censored at the defined study end. This will be estimated using the
Kaplan-Meier method. Estimates of median survival times will be presented along with
the two-sided 95% CI. The 25 and 75™ percentiles and range (minimum, maximum)
will also be presented.

Pharmacokinetic Analysis:

Plasma samples will be assayed for idronoxil and up to 7 selected metabolites by validated

high-performance liquid chromatography and mass spectrometry methodology. Individual

plasma concentration-time data and plasma PK parameters will be summarized using

descriptive statistics by treatment day and sampling time for idronoxil and the 7 detectable
metabolites (GIS/SIG, IG, GI, IS, SI, SIS, and GIG). Plasma PK parameters will be
determined by noncompartmental analysis for idronoxil and selected metabolites and will be

summarized by dose and treatment day.

o

The following PK parameters will be estimated for idronoxil and the selected metabolites
following the morning dose on Days 1, 6 and 14 of Cycle 1, as data permit: Cmax, Crmin
(predose), Tmax, AUC(0-t), AUC(0-6), AUC(0-12), AUC(0-inf) and tu.

Dose proportionality will be assessed for Cmax, AUC(0-t), AUC(0-inf), AUC(0-6), and
AUC(9-12) on Days 1, 6 and 14 of Cycle 1 for the parent compound.

If data permits, accumulation ratios will be calculated for parent compound and selected
metabolites for Cmax, Cmin, AUC(0-t), AUC 0-inf), AUC(0-6), and AUCo-12) for Days 6 and 14
of Cycle 1 (e.g., Day 14/Day 1 and Day 6/Day 1) and Day 8 of Cycles 2 and 3.

The metabolite to parent ratios will be calculated (as data permit) for Days 1, 6 and 14 of
Cycle 1, for AUC(o-t), AUC(0-infy, AUC(0-6), and AUCo-12) and for single time points on
Day 1 of Cycles 2 and 3.

Plasma concentration and PK parameter data will be listed, summarized and plotted.

There are no formal PK parameters for concentration data from Cycles 2 and 3 because these

are single time points. However, metabolite to parent ratios will be explored.

Exploratory analyses of the relationship between plasma concentrations of parent drug and

selected metabolites and/or PK parameters and AEs or PD biomarkers may be assessed by

graphical methods and special summary tables. Exposure-response relationship may also be

explored.
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Exploratory Endpoint Analysis

Pharmacodynamic Biomarker Analysis:

Plasma levels of cytokines and chemokines will be evaluated as part of the PD biomarker
analysis. Using the plasma samples, analysis will be performed for ctDNA and lipidomic
profiling (capturing over 300 lipid species as determined by liquid chromatography-tandem
mass spectrometry). Absolute and change from baseline results of biomarker analysis will be

summarized descriptively and also presented on a plot.

All statistical analysis will be performed using Statistical Analysis Software® Version 9.3 or

higher. Further details regarding statistical analyses will be provided in the statistical analysis

plan.

The efficacy endpoint for Part 2 Arm 2 (BC and NSCLC patients) is DCR assessed by
determining the percentage of patients with the best overall response of CR or PR at any time
plus SD from the first dose administration until disease progression, death due to any cause
or the start of new anticancer therapy, respectively. This will be censored at the defined
study end. RECIST v1.1 criteria will be applied to assess CR, PR and SD. Disease control
rate will be presented for Treatment Arm 2 along with the corresponding exact 95% CI
(Clopper-Pearson). Tumor imaging and disease response assessments will be performed up
to the time of defined study end, which is when the last mCRPC patient in Arm 1 of Part 2

has completed 6 months of treatment.

Data Monitoring Committee:

A Data Monitoring Committee will not be appointed. Patient safety and scientific integrity of
the study will be monitored by the SSC.
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1.2 Schema

Figure 1-1:

Study Design: Part 1

TREATMENT PERIOD*

|

Screening

Days -28
to -2

Eligibility
assessment
confirmation
(Cycle 1
only)

Day -1

Cycle 1: Days 1 to 14

NOX66
Dose Cohort 1 800 mg
NOX66f
Dose Cohort 2: 1200 mg
NOX66
Dose Cohort 3: 1600 mg
NOX66
Dose Cohort 4: 2400 mg
NOX66
(Up to 6 patients for Dose
Cohort 1 and up to 8 patients for
Dose Cohorts 2 to 4)

Low-dose EBRT (Days 2 tol1,
depending on number of fractions to be
administered; EBRT must start on Day 2)

Cycle 1: Days 15 to

21

Rest Period

Cycle 2 onwards: Days 1 to 7

NOX66

Dose Cohort 1 800 mg
NOX66t

Dose Cohort 2: 1200 mg
NOX66

Dose Cohort 3: 1600 mg
NOX66

Dose Cohort 4: 2400 mg
NOX66

Cycle 2 onwards:
Days 8 to 14

Rest Period

EOT/ED

7-10 days
after last
dose

Safety FU

Up to
30 days after
last dose

FU

Every
12 weeks
(£ 2 weeks)
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Dose Escalation between Dose Cohorts 1 to 4

800 mg NOX66
Enroll 3 patients
0DLT 1DLT DLT
A
Escalate to 12 NOX: 0DLT 1DLT
sealate to 1200 @g OX66 P Enroll 3 more patients - Lower dose may be used
(Enroll 3 patients) < >
1DLT
0DLT
\ 4
Escalate to 1600 mg NOX66 0DLT Enroll 3 more patients 1DLT MTD
i
(enroll 3 patients) < P > 800 mg NOX66
' 1DLT
0DLT
Escalate to 2400 mg NOX66 0 DLT . 1DLT MTD
. P Enroll 3 more patients -
(Enroll 3 patients) < > 1200 mg NOX66
1DLT
0DLT
\ 4
Enroll 3 tient: 0DLT Enroll 3 tient: IDLT MTD
nr mor ien
nroll 3 more patients 0 ore patients > 1600 mg NOX66
0/1DLT L 2DLT T
\ 4 -
MTD
2400 mg NOX66

DLT = dose-limiting toxicity; EBRT = external beam radiotherapy; ED = early discontinuation; EOT = end of treatment; FU = Follow-up Visit;

MTD = maximum tolerated dose

See Section 4.1.1 and Section 7.1.2.2 for details on assessment of DLTSs.

* NOTE: Patients will receive the study drug until disease progression, unacceptable toxicity, withdrawal of consent, start of new anticancer therapy, withdrawal
of the patient by the Investigator or termination of the study by the Sponsor.
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1 Only 3 patients will be enrolled in Dose Cohort 1 (800 mg NOX66), unless there is a DLT. If a DLT occurs, up to a maximum of 3 additional patients may be
enrolled. Additional patients will not be enrolled in Dose Cohort 1 for PK analysis.

Patients who are considered evaluable for dose escalation review are 1) patients who have not experienced a DLT and has received at least 80% of the planned

daily dose and completed all safety evaluations; 2) patients who developed DLT during the 21-day treatment cycle (Cycle 1). For each dose cohort, at least

3 evaluable patients are required for DLT evaluation and to make a decision on dose escalation.

End of Treatment (EOT) Visit occurs 7 to 10 days after the last dose of study drug. If patients discontinue the study treatment early (Early Discontinuation

[ED]), they will have an ED Visit within 7 to 10 days after the last dose of study drug.

Once a patient completes or discontinues study drug, he/she will be followed up every 12 weeks (+ 2 weeks) after the last dose of study drug for disease

progression and for safety until the defined study end.
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Figure 1-2: Study Design: Part 2
| TREATMENT PERIOD* |
Cycle 1: Days 1 to 14 Cycle 1: Days 15 to
21
NOX66 RP2D: Days 1 to 14
Low-dose EBRT (Days 2 to 11,
depending on number of fractions to be
administered; EBRT must start on Day 2) Rest Period
Screening Eligibility EOT/ED Safety FU FU
| assessment | - —> —
confirmation Cycle 2 onwards:
(Cycle 1 Days 8 to 14
only) Cycle 2 onwards: Days 1 to 7
Days -28 ] 7-10 days Up to Every
to -2 Day -1 NOX66 RP2D: Days 1 to 7 Rest Period after last 30 days after 12 weeks
dose last dose (= 2 weeks)

BC = breast cancer; EBRT = external beam radiotherapy; ED = early discontinuation; EOT = end of treatment; FU = Follow-up Visit; mCRPC = metastatic
castration-resistant prostate cancer; NSCLC = non-small-cell lung cancer

Patient population:
e Arm 1: mCRPC patients only (25 patients)
e Arm 2: Patients with BC and NSCLC (Up to a total of 15 patients comprising both BC and NSCLC. Recruitment into Arm 2 will stop, irrespective of
the number of patients enrolled when 25 patients have been enrolled into Arm 1)

End of Treatment (EOT) Visit occurs 7 to 10 days after the last dose of study drug. If patients discontinue the study early (Early Discontinuation [ED]), they will
have an ED Visit within 7 to 10 days after the last dose of study drug.

Once a patient completes or discontinues study drug but has not withdrawn consent, he/she will be followed up every 12 weeks (+ 2 weeks) after the last dose of
study drug for disease progression and for safety assessment until the defined study end.

* NOTE: Patients will receive the study drug until disease progression, unacceptable toxicity, withdrawal of consent, start of new anticancer therapy, withdrawal
of the patient by the Investigator or defined study end.
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1.3 Schedule of Activities

Table 1-1 Schedule of Activities (SoA) — Part 1 and Part 2

Procedure/Assessment

Cycle 1*

Screening

Treatment Period

Rest Period

Day(s)

-28to -2

-1

2to7

8to13

14

15to 21

Week(s)

-4to0

3

Informed consent ©

X

In-house stay (optional)

Inclusion/exclusion criteria

Patient Diary 9

Phone call ©

Routine Clinical Procedures

Demographics

Medical history (including any available historical
genetic assays conducted to identify genetic variations
[all patients] and Gleason score for mCRPC patients
only) f

>

Physical examination &

Height and weight ¢

Vital signs "

ECG

Prior and concomitant medications J

MR R R R
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Cycle 17

Treatment Period Rest Period

Procedure/Assessment Screening

Day(s) -28 to -2 -1 1 2to7 8to13 14 15 to 21
Week(s) 4to0 1 2 3

Routine Safety Measure

Urinalysis

Hematology *!

Clinical chemistry ™

X R R
X R R R

Coagulation & »
Testosterone (MCRPC) °©

iR R ke

Serology screen P

SARS-CoV-2 screen (optional; at Investigator’s
discretion) 4

FSH testing *

Pregnancy test $

R R Rl e T R R A Rl R Rl

Adverse event

Efficacy Measurements

PSA™

Tumor imaging (RECIST v1.1) CT/MRI ¥
Bone scan (PCWG-3) ¥

SRE and SSE evaluation

ECOG performance status
EORTC-QLQ-C30¥

BPI-SF questionnaire ¥

FACT-P (mCRPC patients only) ™
PEQ* X

Survival status ¥

Sl R e R R e

Pharmacokinetic Measurement

Blood sample for PK * X X X X
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Procedure/Assessment Screening Cycle 1
Treatment Period Rest Period
Day(s) -28to -2 -1 1 2t07 8to13 14 15to 21
Week(s) 4to0 1 2 3
Pharmacodynamic Biomarker Assessment
Blood sample for biomarkers * X X Xz
Archived tissue collection if available (Optional) X

Fresh tissue biopsy after Cycle 3 treatment (Optional)
bb

Treatment Administration
NOX66 ¢ X X X X

EBRT (1-10 days) % X
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Cycle 2 Onwards®

Procedure/Assessment

2

3%

48

Treatment
Period

Rest
Period

Treatment
Period

Rest
Period

Treatment
Period

Rest
Period

5
onwards”

Day(s)

1 2to7

8to 14

1 2to7

8to 14

1 2to7

8to 14

EOT/ED *

(7-10 days

after last
dose)

Safety
Follow-up
(Up to
30 days
after last
dose)

Follow-
up/EOSP
(Every
12 weeks
[+ 2 weeks])

Weeks

4

5

7

8

9

10

Informed consent ©

In-house stay

Inclusion/exclusion criteria

Patient Diary ¢

X X

>
>

o

Phone call ©

X X

Routine Clinical Procedures

Demographics

Medical history (including
any available historical
genetic assays conducted to
identify genetic variations
[all patients] and Gleason
score for mCRPC patients
only) f

Physical examination &

Weight &

Vital signs

ECG'

Prior and concomitant
medications

TR I Rl e

T I R
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Cycle 2 Onwards® Safety
5 P I p EOT/ED* | Follow-up | ‘/’g‘(’)vg,,
Procedure/Assessment ds* (7-10 days (Up to up
Treatment | Rest Treatment Rest Treatment Rest onwards after last 30 days (Every
Period Period Period Period Period Period 12 weeks
dose) after last [+ 2 weeks])
Day(s) | 1 2to7 | 8to 14 1 2to7 | 8to 14 1 2to7 8to 14 1 dose)
Weeks 4 5 6 7 8 9 10
Routine Safety Measure
Urinalysis ¥ X X X X
Hematology *! X X X X
Clinical chemistry ™ X X X X
Coagulation & n X X X X
Testosterone (mCRPC) °© X X X X
Serology screen P
SARS-CoV-2 screen
(optional; at Investigator’s
discretion) 4
FSH testing *
Pregnancy test * X X X X
Adverse event ! X X X X X X X X
Efficacy Measurements
PSA X X X X X X
Tumor imaging (RECIST b
v1.1) CT/MRIY X X X
Bone scan (PCWG-3) ¥ X XP® X
SRE and SSE evaluation X X X X X
ECOG performance status X X X X
EORTC-QLQ-C30¥ X X X
BPI-SF questionnaire ¥ X X X
FACT-P (mCRPC patients X X X
only) ¥
PEQ* X X
Survival status ¥ X
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Cycle 2 Onwards® Safety
: ” EOT/ED* | Follow-up | YoHow-
2 3 43 5 up/EOS
Procedure/Assessment ds* (7-10 days (Up to
Treatment | Rest Treatment Rest Treatment Rest onwards after last 30 days (Every
Period Period Period Period Period Period 12 weeks
dose) after last [ 2 weeks])

Day(s) | 1 | 2t07 | 81014 1 | 2007 [8w014] 1 | 2007 | 81014 1 dose)

Weeks 4 5 6 7 8 9 10
Pharmacokinetic Measurement
Blood sample for PK = ‘ X ‘ ‘ X ‘ X ‘ ‘ X ‘ ‘
Pharmacodynamic Biomarker Assessment
B.lood sample for X X
biomarkers **
Archived tissue collection if
available (Optional)
Fresh tissue biopsy after
Cycle 3 treatment X
(Optional)
Treatment Administration
NOX66 «© X X X X X X X
EBRT (1-10 days) 4

AE = adverse event; BPI-SF = Brief Pain Inventory — Short Form; C1D1 = Cycle 1, Day 1; COVID-19 — coronavirus disease 2019; CT = computerized
tomography; d = day(s); EBRT = external beam radiotherapy; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group; ED = Early
Discontinuation; EORTC-QLQ-C30 = Quality of life Questionnaire for Cancer Patients; EOS = End of Study; EOT = End of Treatment; FACT-P: Functional
Assessment of Cancer Therapy — Prostate; FSH = follicle-stimulating hormone; Gy = Gray; mCRPC = metastatic castration-resistant prostate cancer; MRI =
magnetic resonance imaging; PCWG-3 = Prostate Cancer Working Group 3; PEQ = Patient Experience Questionnaire; PK = pharmacokinetics; PRO = Patient
Reported Outcome; PSA = prostate-specific antigen; RECIST = Response Evaluation Criteria in Solid Tumors; SAE = serious adverse event;
SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2; SRE = skeletal-related events; SSE = symptomatic skeletal events; WBC = white blood cell;
WOCBP = women of childbearing potential
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1 Patients will receive the study drug from Cycle 1 Day | and may continue to receive the study drug until disease progression, unacceptable toxicity, withdrawal
of consent, start of new anticancer therapy, withdrawal of the patient by the Investigator or defined study end.

1 From Cycle 3 onwards, study drug for 2 cycles will be dispensed every second cycle (i.e., Cycles 5, 7, 9, 11 etc.). From Cycle 5 onwards, on-site visits will
occur on a 28-day (4 weekly) basis, i.e., patients will visit the clinical unit every second cycle. After Cycle 5, the next on-site visit will therefore be Cycle 7,
followed by Cycle 9, etc. until the patient completes the study treatment period or discontinues from the study, whichever comes first.

§ The procedures listed and schedule followed for Cycle 4 will be assessed at all cycles without an on-site visit (unless otherwise specified).

* The procedures detailed at Cycle 5 Day 1 will be performed for all subsequent on-site visits (unless otherwise specified). Patients will continue NOX66
administration in each cycle from Day 1 until Day 7 followed by a 7-day rest period (Days 8 to 14).

It is important that PK sampling occurs as close as possible to the scheduled time. In order to achieve this, other assessments scheduled at the same time may be

initiated prior to the timepoint. The order of assessments (as applicable to study visit) that should occur before dosing is: 1) PRO questionnaires, 2) vital signs,

3) ECG, 4) PK sampling, 5) dose administration. Blood sampling for safety laboratory assessments will be done prior to dosing. The order of assessments (as

applicable to the study visit) that should occur after dosing is: 1) vital signs, 2) ECG, 3) PK sampling. All other procedures can be completed (as applicable to

study visit) after the PK sample has been collected. It is critical that the patients record the time of dose in their Patient Study Drug Administration Diary for the

PK assessment and the site record the time of blood sampling.

& End of Treatment Visit (EOT) occurs 7 to 10 days after the last dose of study drug. Assessments completed within 7 days prior to the last dose of study drug
do not need to be repeated. If a patient discontinues from the study early (Early Discontinuation [ED]), they will have an ED Visit within 7 to 10 days after
the last dose of study drug.

b For patients who permanently discontinue study drug for any reason other than confirmed disease progression but have not withdrawn consent, safety
assessment and tumor imaging and disease response assessments will continue to be performed every 12 weeks (= 2 weeks) after the last dose of the study
drug until disease progression, withdrawal of consent, initiation of new anticancer therapy, the patient is lost to follow-up or death, or defined study end,
whichever comes first.

e Ifapatient meets disease progression during the follow-up period according to RECIST v1.1 criteria, a tumor imaging and disease response assessment
is not required.

e If a patient permanently meets clinical disease progression during the follow-up period, a tumor imaging and disease response assessment does not need
to be repeated if completed < 28 days after the date of clinical disease progression.

e Patients who have met disease progression will be contacted every 3 months for survival follow-up until the defined study end.

¢ An informed consent must be signed before any study procedures may be performed.

4 Patients will receive a Patient Study Drug Administration Diary for each cycle. Patients must record the date and time of each dose administration (Days 1
to 14 [Cycle 1] and Days 1 to 7 [Cycle 2 onwards]), as well as any missed doses.

¢ All patients will be contacted by phone 1 day prior to every on-site visit for assessing signs and symptoms of coronavirus disease 2019 (COVID-19) and if
they had any contact with a person who has tested positive for severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2). Patients will receive a
follow-up phone call 30 days after last dose to follow-up on any ongoing AEs/SAEs.

£ Medical history includes collection of data from any available historical genetic assays conducted to identify genetic variations. For mCRPC patients
only: Gleason score assessment will also be collected as part of the medical history of the patient.

& A complete physical examination, including weight, will be performed during the Screening Visit. A symptom-directed physical examination will be
performed prior to the first dose of study drug in Cycles 1 to 3, and every second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.; or within 3 days before Day 1
of the cycle) and at the EOT/ED Visit. Abbreviated physical examinations may be conducted as needed and will focus on new symptoms and will include
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examination of relevant systems as identified by the Investigator. Height will only be measured at Screening only. Weight will be measured at Screening,

Cycles 2, 5 and every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.). Physical examinations need to include the assessment of the perineal and anal

region.

Vital signs (oral or tympanic [both are accepted] temperature, pulse, respiratory rate and blood pressure) will be measured at Screening and during Cycle 1 at

the following timepoints: predose and at 1 and 4 hours postdose on Days 1, 6 and 14. Vital signs will be measured predose on Day 1 of Cycles 1 to 3, every

second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.) and at the EOT/ED Visit.

i For all patients in Part 1 and the first 10 patients for Part 2 who will undergo PK sampling, a series of ECGs (in triplicate, within 1 to 2 minutes apart) will be
collected at Screening, and at the time points listed in Table 1-2 (Cycles 1 to 3). For patients in Part 2 who will not undergo PK sampling, a series of ECGs
(in triplicate, within 1 to 2 minutes apart) will be collected at Screening and a single ECG will be collected predose (within 30 minutes prior to dosing to
allow for sitting BP if needed) on Day 1 of Cycles 1 to 3.

Electrocardiograms will be taken predose (within 30 minutes prior to dosing to allow for sitting blood pressure if needed) for all patients in both study parts
on Day 1 of every second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.) and at the EOT/ED Visit. Electrocardiograms will be obtained after 5 minutes of rest
in the supine position.

i+ At each on-site visit, the study staff will question the patient about all concomitant medication used since their last on-site visit.

For Cycle 1 Day 1 (C1D1) predose clinical laboratory evaluations (hematology, clinical chemistry, coagulation, urinalysis) may be performed within 3 days

before the first dose of study drug and these results can be used in place of the C1D1 (predose) results. Laboratory assessments for Cycle 1 Days 6 and 14

should be performed on the respective days or within 1 day before dose administration on these days. Clinical laboratory evaluations may be performed

within 3 days before Day 1 of Cycles 2 and 3, every second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.), and at the EOT/ED Visit.

Hematology: Complete blood count including hemoglobin, total white blood cell (WBC) count, differential WBC count and platelet count.

™ Clinical chemistry: Sodium, potassium, carbon dioxide, chloride, blood urea nitrogen, serum creatinine, bilirubin (total and direct), alkaline phosphatase,
albumin, aspartate aminotransferase, alanine aminotransferase, lactate dehydrogenase, total cholesterol, uric acid, calcium, magnesium, phosphate, serum
glucose.

™ Coagulation parameters: Prothrombin time, international normalized ratio and activated partial thromboplastin time.

o Testosterone levels of < 14.4 ng/dL must be maintained from baseline and throughout the study. Testosterone levels will be measured at Screening, on Day 1
of Cycles 1, 2 and 3, every second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.) and at the EOT/ED Visit.

P~ Serology: hepatitis B surface antigen, hepatitis B core antibody, hepatitis C antibody and human immunodeficiency virus. Testing only applicable to patients
who have a past history of viral hepatitis or in whom there is a current suspicion of viral hepatitis, or who are considered to be at risk for human
immunodeficiency virus infection.

4 Optional: SARS-CoV-2 testing to be done at Screening and additional time points. Testing to be done if medically indicated and at the discretion of the

Investigator. SARS-CoV-2 testing is not required during the follow-up period. Patients will be advised about the risks of COVID-19 infection and will be

questioned by phone call prior to each on-site visit to assess their health and/or contact with persons who tested positive for COVID-19 infection.

Postmenopausal women only.

S Only applicable to women of childbearing potential (WOCBP). Serum pregnancy test to be performed at Screening and urine pregnancy test to be
performed prior to Day 1 of Cycles 1 to 3, at every second cycle thereafter (i.e., Cycles 5, 7, 9 11 etc.) and at the EOT/ED Visit. No pregnancy testing will
be performed after this period. WOCBP must continue using approved contraception methods for at least 3 months after discontinuation of the study drug.
During the follow-up period, WOCBP will be questioned about their pregnancy status and use of contraception up to 3 months after last dose of study drug.
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aa.

At each on-site visit the study staff will question the patient about all adverse events (AEs) experienced since their last on-site visit. Information on AEs and
serious adverse events (SAEs) will be collected from signing of the informed consent form until 30 days after the last dose of study drug or until resolution
or stabilization of ongoing AEs deemed at least possibly related to the study drug, whichever is longer. There will be a Safety Follow-up phone call to the
patient conducted 30 days after the last dose of study drug for collection of AE/SAE information.

Prostate-specific antigen (PSA; patients with metastatic castration-resistant prostate cancer [mCRPC] only) will have samples collected during Screening, on
Day 1 of Cycles 1 to 5, every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.), at the EOT/ED Visit and at each 12-weekly (£2 weeks) Follow-up Visits for
all patients including those who discontinue the study treatment for any reason other than disease progression. Patients who discontinue the study drug for
reasons other than disease progression will continue to have PSA evaluated until disease progression, withdrawal of consent, initiation of new anticancer
therapy, death, or defined end f study, whichever comes first. Patients who discontinue the study drug due to disease progression do not need to provide PSA
samples during the Follow-up Visits.

Tumor imaging and disease response assessments will be performed within 28 days prior to enrollment, every 8 weeks (+ 7 days) from the first dose
administration up to Week 26, and every 12 weeks (+ 7 days) thereafter until disease progression, withdrawal of consent, initiation of new anticancer therapy,
or death. Patients who discontinue the study drug due to any reason other than disease progression will continue to have tumor imaging and disease response
assessments performed every 12 weeks (+ 2 weeks) after the last dose of study drug until disease progression, withdrawal of consent, initiation of new
anticancer therapy, the patient is lost to follow-up, death, or defined study end, whichever comes first. Tumor imaging should ideally be performed during
the rest period before the start of the next treatment cycle.

e If apatient permanently discontinues the study drug due to disease progression according to RECIST v1.1 criteria, a tumor imaging and disease
response assessment is not required.

e If a patient permanently discontinues the study drug due to clinical disease progression, a tumor imaging and disease response assessment does not need
to be repeated if completed < 28 days of the last dose of study drug.

Patients who permanently discontinue the study drug or the follow-up period due to withdrawal of consent, Investigator to obtain tumor imaging and conduct

a disease assessment at the time of the ED Visit or final Follow-up Visit if the patient agrees. A tumor imaging and disease response assessment does not

need to be repeated if completed < 28 days of the date of withdrawal of consent.

At a minimum, imaging of the chest, abdomen and pelvis should be performed using consistent imaging modality (computerized tomography [CT] or

magnetic resonance imaging [MRI]). As far as possible, the same imaging method should be used for the patient throughout the study.

Questionnaire to be completed at Screening, Day 1 of Cycle 3, Day 1 of Cycle 5 followed by every 4 cycles thereafter (e.g., Cycle 9, Cycle 13 etc.) and at
the EOT/ED Visit. Questionnaire to be completed prior to performing any other study visit assessments on the day of the visit.

Questionnaire to be completed on Day 2 of Cycle 1, Day 1 of Cycle 3 and at the EOT/ED Visit. Questionnaire to be completed prior to performing any other
study visit assessments on the day of the visit (excluding predose clinical laboratory assessment for Cycle 1 Day 1 which may be completed within 3 days
prior to Day 1).

May be an in-person visit or a phone call. Only applicable to patients who have met disease progression. This will stop at the defined study end.

Pharmacokinetic samples are to be obtained on Days 1, 2, 6, 14 and 15 of Cycle 1, and Days 1 and 8 of Cycles 2 and 3. See PK sampling schedule in

Table 1-3. For Part 2, PK sampling will only be performed for the first 10 patients enrolled irrespective of tumor group (mCRPC, breast cancer or non-
small-cell lung cancer).

Pharmacodynamic blood samples to be collected at Screening or Cycle 1 on Days 1 and 15, prior to dosing on Day 1 of Cycle 3 (during the rest period after
patients have completed 7-days of NOX66 treatment in Cycle 2, or predose on Day 1 of Cycle 3) and at the EOT/ED Visit. See PD sampling schedule in
Table 1-4.
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. Patients will be asked whether they are willing to provide both archival and fresh tissue biopsy samples OR only fresh tissue biopsy if they do not have

archival tissue samples. Available archival tissue samples will only be requested if a fresh tissue biopsy is collected after Cycle 3. Provision of a fresh
biopsy sample and/or an archival tissue sample is optional. See Table 1-5.
¢ On days when study drug and EBRT are to be administered, it is advisable that NOX66 is given at least 1 hour prior to EBRT. Twice daily of NOX66 dosing
should occur at least 10 hours apart. Where 2 suppositories are administered per dosing, each suppository will be administered at least 5 minutes apart.
The recommended dose is up to 25 Gray (Gy) radiation therapy in 1 or 5 fractionated doses over 5 to 10 days (Days 2 to 11), depending on number of
fractions to be administered, e.g., 8 Gy = 1 fraction over 1 day, 20/25 Gy =5 fractions over 5 to 10 days. EBRT must start on Day 2 of Cycle 1.

dd.
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1.3.1 Electrocardiogram Schedule

Table 1-2 Electrocardiogram Schedule: Part 1 (All Patients) and Part 2 (Only
for First 10 Patients enrolled, irrespective of Tumor Type)

Sampling Cycle 1 Cycle 1 Cycle 1 Cycle 1 Cycle 2 Cycle 3
Time Point Day 1 Day 2 Day 6 Day 14 Day 1 Day 1

Predose Xf X Xf XT XT X7

1 hour (+ 15 minutes) X X X X X

2 hours (+ 15 minutes) X X X

3 hours (+ 15 minutes) X X X

4 hours (+ 15 minutes) X X X

6 hours (+ 15 minutes) X X X

8 hours (+ 15 minutes) X®

12 hours (+ 15 minutes) X®

+ Within 30 minutes prior to dosing to allow for sitting blood pressure if needed.

2 Only for Part 1.

NOTE: For patients who will not undergo PK sampling in Part 2 of the study, a single ECG will be collected predose
on Day 1 of each cycle up to Cycle 3.
After Cycle 3 Day 1, ECGs will be taken predose (within 30 minutes prior to dosing to allow for sitting blood

pressure if needed) for all patients in both study parts, on Day 1 of every second cycle thereafter (i.e., Cycles 5, 7, 9,
11 etc.) and at the EOT/ED Visit.
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1.3.2 Pharmacokinetic and Pharmacodynamic Sampling Schedule for Part 1

and Part 2

Table 1-3 Pharmacokinetic Sampling Schedule Following Morning Dose —
Part 1 (All Patients) and Part 2 (Only for First 10 Patients enrolled

irrespective of Tumor Type)

Prior to evening dose)?

Sampling Blood [Cyecle 1|Cycle 1{Cycle 1|{Cycle 1| Cycle 1 |Cycle 2| Cycle 2 [Cycl| Cycle 3
Time Point Volume | Day 1 [Day 2% | Day 6 |Day 14 |Day 15%*( Day 1 [Day 8***| €3 | Day 8
1 b
Predose (within
15 minutes prior to 1x4 X X X X X X X¢ X X¢
dosing)
0.5 hour (+ 5 minutes) 1 x4 X X X
1 hour (+ 5 minutes) 1 x4 X X X
2 hours (£ 5 minutes) 1 x4 X X X X X
3 hours (+ 5 minutes) 1 x4 X X X
4 hours (£ 5 minutes) 1 x4 X X X
6 hours (+ 10 minutes) 1 x4 X X X
8 hours (+ 15 minutes)? 1 x4 X
12 hours (+ 30 minutes; 1 x4 X

& Only for Part 1.

b Cycle 3 Days 1 and 8 samples only for patients in Part 2.

¢ Can be collected at home.

* Sample to be collected approximately 12 hours post Day 1 evening dose.
** Sample to be collected approximately 12 hours post Day 14 evening dose.
*** Sample to be collected approximately 12 hours post Day 7 evening dose.
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Table 1-4 Pharmacodynamic Sampling Schedule — Part 1 and Part 2 (All
Patients)
Blood Volume|Screening/Cycle 1| Cycle 1 | Prior to |End of Treatment/Early
Assay (mL) Day 1 Predose © | Day 15 | Cycle 3" Discontinuation

C.hgm(:klnes, cytokines and | x 4 X X X X

lipids

Circulatory tumor DNA &4 2 x4 X X X X
2Plasma

®Sample should be collected after the patient has completed 7 days of NOX66 treatment in Cycle 2 and prior to
dosing on Day 1 of Cycle 3.

¢ Baseline samples to be collected only after eligibility confirmation or on Day 1 prior to NOX66 administration.

4Only at pre-selected sites that have peripheral blood mononuclear cell isolation capabilities in Australia and the
United States of America.

Table 1-5 Optional Archival Tissue Collection and Fresh Biopsy Sampling
Schedule — Part 1 and Part 2 (All Patients)
After Cycle 3
Assay Screening treatment
Archival tissue if available (Optional) X
Fresh biopsy (Optional) X

NOTE: Available archival tissue samples will only be requested if a fresh tissue biopsy is collected after Cycle 3.
Provision of a fresh biopsy sample and/or an archival tissue sample is optional.
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2 Introduction

The term “study drug” throughout the protocol, refers to NOX66. In addition, the terms
participant and patient are used interchangeably.

2.1 Study Rationale

Idronoxil, which is the active ingredient of the NOX66 formulation, is a synthetic flavonoid
derivative of genistein that inhibits external Ecto-NOX disulfide-thiol exchanger (ENOX) 2 to
induce apoptosis’>. ENOX2 inhibition activates the sphingomyelinase pathway and deactivates
the antiapoptotic protein kinase B (Akt) pathway, a key driver of radiotherapy resistance. The
targeted effect on ENOX2 has the potential to limit toxicity to non-cancer cells, which
preferentially express ENOXI1. Previous studies have demonstrated improved radiation
sensitivity in prostate cancer with flavonoid derivatives. Early studies of intravenous and oral
formulations of idronoxil were hampered by limited bioavailability.! The Sponsor has sought to
address the problem of extensive drug metabolism through the development of a rectal
suppository dosage form. With blood draining from the distal part of the rectum directly into the
inferior vena cava, first pass liver metabolism can be avoided. In the case of a diphenolic drug
such as idronoxil, the bioavailability is augmented by the rectal mucosa being known to be
devoid of transferase activity and therefore the phase II metabolism is significantly reduced.
These two aspects combined are the basis for the rationale that idronoxil delivered via the rectum
is subjected to less phase I and phase II metabolism than that observed for orally administered
idronoxil. NOX66 is a suppository dosage form of idronoxil in a proprietary fatty base
containing a surfactant. This formulation is novel in that a lipophilic active ingredient is
dispersed in a lipophilic suppository base — compared with traditional suppository formulations
whereby a hydrophilic base would normally be utilized. Moreover, this suppository dosage form
provides a slow and sustained release of idronoxil comparable to an intravenous infusion.’

The first clinical study with NOX66 (NOX66-001A) was a Phase 1a/1b study in which NOX66
was evaluated both as a monotherapy and in combination with carboplatin, in patients with
refractory solid tumors. Two breast cancer (BC) patients and one ovarian cancer patient enrolled
in this study had reductions in target lesions size with one BC patient showing target lesion
disappearance (as per Response Evaluation Criteria in Solid Tumors [RECIST] v1.1.) at the end
of the study.

The NOX66-002A study evaluated NOX66 in combination with external beam radiotherapy
(EBRT) in patients with metastatic castration-resistant prostate cancer (nCRPC). Twenty-five
patients received radiation therapy and 7 to 16 days of NOX66 treatment in this study.
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The overall radiological assessment according to RECIST v1.1 at 3 months for 19 evaluable
patients resulted in 17 patients with disease control (1 patient in the 800 mg and 2 patients in
1200 mg dose cohort with partial response [PR], 14 patients with stable disease [SD]) and

2 patients, 1 each in the 400 mg and 800 mg cohorts, respectively, with disease progression. At
6 months and of the 15 evaluable patients, 1 continued to have PR and 60% continued to have
SD. There were two changes among the patients with PR in the 1200 mg cohort, with 1 patient
not evaluable due to withdrawal and the other patient progressing to disease progression by
RECIST vl1.1 criteria while maintaining a prostate-specific antigen (PSA; 69%) and pain
response (69% in overall pain score).

The overall disease control rate (DCR) at 6 months was 66.6% (10/15), with 9 patients having
SD and 1 patient PR. The patient with PR also had a PSA decrease of 86% and a symptom
control response of being 100% pain-free. A clinical meaningful response in a non-irradiated
lesion was also observed in the same patient, with a reduction in tumor size of 26.1% from
baseline at 3 months and a continued decline to 49.3% at 6 months (abscopal response). Four of

15 patients had an abscopal response in non-irradiated lesions that were outside of the radiation
field.

NOX66 is designed to improve drug delivery and exposure of idronoxil to tumor cells. This
Phase 1b/Phase 2a clinical study will explore higher doses of NOX66 and expand the experience
of NOX66 in men with mCRPC and patients with other solid tumors to determine the
recommended Phase 2 dose (RP2D) and provide preliminary evidence on overall tumor response
rate, survival, symptomatic relief of pain as well as other symptoms of this disease, and effects
on PSA levels (for mCRPC patients only).

2.2 Background

Cancer is one of the greatest health challenges of our time with prostate cancer being the second
most common cancer in men. In 2018, over 1.2 million new cases of prostate cancer were
diagnosed worldwide and there were 350 000 deaths due to the disease.’

Traditional chemotherapy and radiotherapy are destructive treatments that, while inflicting
damage on cancer cells, also damage other cells in the bodies of cancer patients.” Genistein and
its analogue daidzein are two isoflavone extracts of soy that cause a range of physiological
effects, including regulation of the cell cycle and apoptosis and potent sensitization of cancer
cells to radiotherapy and chemotherapy. The active ingredient of NOX66, idronoxil, is an
intermediate metabolite of daidzein with greater bioavailability and anticancer activity than
genistein, making it a superior drug candidate. Idronoxil has been demonstrated to have in vitro
(half maximal inhibitory concentration [ICso] < 10 uM) and in vivo activity against a broad range
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of cancer cell lines from breast, cervical, colorectal, gallbladder, head and neck, leukemia,
melanoma, osteosarcoma, ovarian, prostate and renal origins. By contrast, idronoxil is only
mildly toxic to selected cell lines of non-cancerous origins.’

The binding target of idronoxil is an enzyme present on the external membrane of cancer cells
known as ENOX2. This enzyme is responsible for maintaining the transmembrane electron
potential (TMEP) of the plasma membrane. Inhibition of ENOX2 results in the loss of TMEP,
precipitating a build-up of protons in the plasma membrane and a catastrophic series of events in
the sphingomyelin pathway leading to the blockage of sphingosine-1-phosphate (S1P)
production. ENOX2 is an oncogene whose expression is restricted to cancer cells. As such,

idronoxil binding is highly specific to tumor cells.?

The primary biological effects of idronoxil stem from inhibition of the main pro-survival
signaling checkpoints within the cancer cell, starting with S1P which is responsible for activation
of the phosphoinositide 3-kinase (PI3) and Akt. Depending on the degree of inhibition by
idronoxil, the effect ranges from cell death (variously caspase-dependent and
caspase-independent apoptosis) down to sub-lethal effects (including inhibition of resistance
mechanisms). Idronoxil has been shown in vitro to be highly selective for cancer cells and

cytotoxic against multiple tumor cell lines.

While idronoxil displays monotherapy cytotoxicity, NOX66 is under clinical investigation as a
sensitizer of chemotherapy and radiotherapy through its ability to block resistance mechanisms
including deoxyribonucleic acid repair. The degree of sensitization of chemotherapy agents,
including carboplatin and doxorubicin, by idronoxil has been shown in vitro to be over
2000-fold.”

In clinical studies, orally and intravenously administered idronoxil has proven to be highly
susceptible to phase II metabolism (believed to be > 99% in humans when dosed orally),
resulting in extensive inactivation of the drug and limiting its clinical efficacy. NOX66 is a
formulation of idronoxil designed to avoid phase II metabolism thereby conserving its bioactivity
and facilitating transport and delivery of the active form of idronoxil to tumor cells. Rectal
delivery reduces the possibility of phase Il metabolism by bypassing first pass metabolism in the
liver and avoiding the high level of phase II metabolic enzymes in the intestine.”

A detailed description of the chemistry, pharmacology, efficacy and safety of NOX66 is
provided in the Investigator’s Brochure (IB).?
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2.3 Benefit/Risk Assessment

Based on Phase 1 clinical studies (Study NOX66-001A [NCT02941523] and

Study NOX66-002A [NCT03307629]) with NOX66 at dosages of 400 mg, 600 mg, 800 mg and
1200 mg, treatment with NOX66 in combination with carboplatin (Study NOX66-001) in
patients with solid tumors and low-dose EBRT in patients with prostate cancer

(Study NOX66-002A) has been shown to be well tolerated with no emerging safety signals of
concern.

More detailed information about the known and expected benefits and risks and reasonably
expected adverse events (AEs) of NOX66 can be found in the IB.?

2.3.1 Risk Assessment

There was one treatment-emergent adverse event (TEAE), observed in Study NOX66-001A
(patients with prostate cancer, BC, ovarian cancer, and lung cancer), of moderate (Grade 2)
anemia possibly related to NOX66 when dosed at 800 mg as a monotherapy. In combination
with carboplatin the most common TEAEs of mild to severe anemia, neutropenia and
hypocalcemia were attributed to carboplatin alone. Of the four deaths occurring during the
NOX66-carboplatin treatment, sudden death, in the absence of an autopsy, was conservatively

attributed to possibly related to carboplatin and all other deaths were due to disease progression.’

In combination with radiotherapy (Study NOX66-002A [patients with mCRPC]), AEs of mild
dry mouth, stomatitis (oral mucositis) and fatigue, observed for patients receiving 400 mg,
800 mg and 1200 mg NOX66, were possibly related to the treatment.?

The majority of all other AEs were mild to moderate (Grades 1 to 2). Excluding serious adverse
events (SAEs), Grade 3 AEs were lymphopenia, nausea, vomiting, asthenia, elevated blood
alkaline phosphatase, hypocalcemia, hypophosphatemia, back pain and bone pain, and spinal
pain which were reported in 4 patients. No Grade 4 AEs were reported. None of these AEs were
considered related to NOX66 by the Investigator.

Pathmanandavel et al (2021) and Crumbaker (2020) conducted a Phase 1/2 trial of the
combination of 177lutetium prostate-specific membrane antigen (PSMA) 617 (LuPSMA-617) in
combination with NOX66 in men with end-stage mCRPC. Previous trials of lutetium PSMA in
men with mCRPC had demonstrated good safety and efficacy. In this study, patients with
mCRPC were administered NOX66 (400 mg to 1200 mg daily for 10 days) in combination with
LuPSMA-617. Results showed similar and consistent results when compared with the safety and
tolerability profile from other studies. The most frequent AEs were (Grade > 2) anemia (n = 19),
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fatigue (n = 9), xerostomia (n = 3), anal inflammation (n = 3), thrombocytopenia (n = 3),
constipation (n = 1), and pneumonitis (n = 1).*

To date the administration of NOX66 has not been associated with any increase in cardiac AEs
and consequently has not shown any cardiac risk from initial clinical use. There was one cardiac
AE of pericarditis during NOX66 monotherapy which was of moderate severity and resolved.
Cardiac monitoring and quantitative electrocardiogram (ECG) analysis before and after the
period of dosing with NOX66 is included in the current study.’

Patients with mCRPC participating in this study may also receive androgen deprivation therapy
(ADT) during the study. This standard of care (SOC) treatment has risks associated with
receiving the treatment, however it is not foreseen that this SOC treatment will pose a higher risk
to patients participating in this clinical study compared to other patients with mCRPC not taking
part in this clinical study. Patients with BC will be allowed background hormonal therapy during
this study.

During the study there is also the risk of spreading severe acute respiratory coronavirus 2
(SARS-CoV-2) which is known to be transmissible via respiratory droplets. The coronavirus
disease 2019 (COVID-19) pandemic began in Wuhan, China, in December 2019 and became a
global public health emergency in March 2020. Given that the study enrolls patients with cancer
who are in need of treatment, the protocol allows inclusion of patients with mCRPC for whom
the Investigator determined that the risk of potential exposure to COVID-19 (e.g., as a result of
travel to the site and considering any other co-morbidities or risk factors the patient may have)
does not outweigh the potential benefit of receiving treatment. Given that each site and/or
country may be impacted differently during the COVID-19 pandemic and changes may occur at
a rapid pace, each site should follow their own institutional guidelines, as well as making
individual risk assessments of their sites ability to enroll and, when needed, to hold enrollment of
patients.

Measures to mitigate additional risks caused by the COVID-19 pandemic include:

e The study is going to start enrolling only when the Sponsor and study site in collaboration
deem it is safe to start the study. In addition, the study will not start until the local
confinement measures or other safety restrictions linked to the COVID-19 pandemic are
lifted by the local authorities.

e Current national laws and local recommendations for prevention of pandemic will be strictly
adhered to.
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Patients will be closely monitored for any signs and symptoms of COVID-19, including
fever, dry cough, dyspnea, sore throat and fatigue throughout the study. Once clinical signs
of infection are reported by patients, the Investigator needs to determine whether samples can
be collected, and safety data can be recorded on site. If not, AEs and concomitant
medications will be obtained via phone calls. Daily body temperature measurements during
outpatient visits will be implemented.

Confirmation of COVID-19 infection by laboratory assessment will be conducted based on
availability (test capacity and turnaround time) of approved tests and on Investigator’s
discretion. This would include testing at Screening and may optionally be done at additional
time points if the patient has been in contact with someone who tested positive or has any
signs and/or symptoms of COVID-19 infection.

The probability of virus transmission will be controlled as much as possible by:

o Advice for patients to adhere to local requirements for reduction of the public exposure
while ambulatory.

o All patients are contacted by phone 1 day prior to every visit for assessing COVID-19
symptoms and signs and are asked not to attend the site in case of suspected COVID-19
disease. In addition, patients are asked for any contact with a person who has tested
positive for SARS-CoV-2. If applicable, patients will be referred to the local health care
system for further follow-up and treatment.

o Physical distancing and person-to-person contact restrictions will be applied during site
visits.

o Where physical distancing is not possible, personal protective equipment will be used by
study patients (for example surgical face mask, and gloves) and staff (for example but not
limited to masks, gloves, protectors, and medical suits) if deemed appropriate by the
Investigators and site staff and guided by local requirements.

Patients will follow site policy in order to mitigate the additional risks caused by COVID-19.
All medical measures, risk/benefit and restrictions associated with COVID-19 screening will
be explained in the informed consent form (ICF).

2.3.2 Benefit Assessment

Traditional cancer treatments (e.g., chemotherapy and radiotherapy) inflict damage on both

cancer cells and healthy tissue cells as it is not target-specific. In contrast, idronoxil has be

shown in vitro to be highly selective for cancer cells and cytotoxic against multiple tumor cell

lines as well as being only slightly toxic to non-cancerous cells.
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A drawback observed in previous clinical studies with orally dosed NOX66 was its high
susceptibility to phase II metabolism (believed to be > 99% in humans) which resulted in
extensive inactivation of the drug and limited its clinical efficacy. The Sponsor has sought to
address this problem through the development of a suppository dosage form for rectal
administration which avoids first pass liver metabolism and reduces phase II metabolism and can
lead to greater bioavailability and clinical efficacy in patients. Moreover, this dosage form
provides a slow and sustained release of idronoxil compared to intravenously administered
idronoxil.

This study primarily aims to evaluate the safety and tolerability of NOX66 suppository dosage
form and determining the RP2D in patients with mCRPC and other solid tumors (Part 1), and
determining its effect on PSA response (in patients with mCRPC) and DCR (in patients with BC
or non-small cell lung cancer [NSCLC]) as an Exploratory endpoint (Part 2). This study will
further inform the dose regimen to be used in further clinical development of idronoxil as a
potential target-specific treatment for various cancers including mCRPC and other solid tumors.

2.3.3 Overall Benefit: Risk Conclusion

Considering the measures taken to minimize risk to patients participating in this study, the
potential risks identified in association with NOX66 are justified by the anticipated benefits that
may be afforded to patients with mCRPC and other solid tumors.

3 Objectives and Endpoints

Table 3-1 Objectives and Endpoints

Objectives Endpoints

Primary Objectives and Endpoints

Part 1 (Dose Escalation): The primary objective for Part 1 will be determined
based on the count of DLTs.

To determine the MTD and RP2D of | ¢ MTD is defined as the dose level at which no more

NOX66 in combination with than 1 patient out of 6 experiences a DLT at the
low-dose EBRT in patients with any end of Cycle 1.
solid tumor e RP2D is the highest dose administered at which no

more than 1 patient out of 6 experiences a DLT at
the end of Cycle 1 and the dosage form, including
the dosing frequency, is acceptable to patients.
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Objectives

Endpoints

Part 2 (Dose Expansion):

Arm 1: To evaluate the effect of
NOX66 on PSA response in patients
with mCRPC.

e PSAresponse is defined as the proportion of
patients with a reduction in PSA in plasma (ng/mL)
of > 30% from baseline at the end of Cycles 3 and
6.

Secondary Objectives and Endpoints

Characterize the safety and
tolerability of NOX66

Safety and tolerability of NOX66 as determined by
AEs, TEAEs, clinical laboratory evaluations, vital
signs, 12-lead ECG and physical examinations.

Evaluate the safety and tolerability of
both doses of EBRT

Safety and tolerability of both doses of EBRT as
determined by AEs, TEAE:S, clinical laboratory
evaluations, vital signs, 12-lead ECG and physical
examinations.

Evaluate the exposure of idronoxil

Concentration of idronoxil and selected metabolites in
plasma and derived PK parameters, including but not
limited to: Cmax, Tmax, AUC0-t), AUC(0-6), AUC(0-12),
AUC0-inf), Cmin and t;, as data permit.

Evaluate the preliminary clinical
efficacy of NOX66 plus low-dose
EBRT in patients with mCRPC and
other solid tumors

Preliminary clinical efficacy as determined by:

¢ Change from baseline in PSA (mCRPC only) at
any time point.

e Opverall response rate assessed by RECIST v1.1
criteria (all tumor types) and PCWG-3 criteria
(mCRPC).

e Duration of response (for patients with measurable
disease).

e Change from baseline ECOG scores.
e Change from baseline in tumor size and number.
e PFSand OS.

Explore the effects of NOX66 on
pain and other cancer-related signs
and symptoms

Effects on pain and other cancer-related signs and

symptoms as determined by:

¢ Change from baseline in pain scores based on the
BPI-SF questionnaire.

e SREs and SSEs.

e Change of dose and frequency of morphine
administration and analgesic use.

Final 4.0

51 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol

NOX66-005 CONFIDENTIAL
Objectives Endpoints
Evaluate the QoL using PRO QoL as assessed by:
questionnaires e Change from baseline in PEQ.

e Change from baseline in EORTC-QLQ-C30.
e Change from baseline in FACT-P (mCRPC only).

Exploratory Objectives and Endpoints

Characterize the relationship e Change in biomarkers (cytokines, chemokines and
between pharmacodynamic ctDNA) from baseline.
biomarkers and idronoxil plasma e Change in lipid profile from baseline.

concentrations (if a meaningful
change is observed)

Part 2 — Arm 2: e DCR is measured by the percentage of patients
To evaluate the effect of NOX66 on with a best overall confirmed response of CR or
DCR in patients with BC and PR and SD.

NSCLC.

AE = adverse event; BC = breast cancer; BPI-SF = Brief Pain Inventory — Short Form; CR = complete response;
ctDNA = circulatory tumor deoxyribonucleic acid; DCR = disease control rate; DLT = dose-limiting toxicity;
EBRT = external beam radiotherapy; ECG = electrocardiogram; ECOG = Eastern Cooperative Oncology Group;
EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
for Cancer Patients; FACT-P = Functional Assessment of Cancer Therapy — Prostate; mCRPC = metastatic
castration-resistant prostate cancer; MTD = maximum tolerated dose; NSCLC = non-small-cell lung cancer;

OS = overall survival; PCWG-3 = Prostate Cancer Working Group 3; PEQ = Patient Experience Questionnaire;
PFS = progression-free survival; PK = pharmacokinetic(s); PR = partial response; PRO = Patient Reported
Outcome; PSA = prostate-specific antigen; QoL = quality of life; RECIST = Response Evaluation Criteria in Solid
Tumors; RP2D = recommended Phase 2 dose; SD = stable disease; SRE = skeletal-related events;

SSE = symptomatic skeletal events; TEAE = treatment-emergent adverse event

4 Study Design
4.1 Opverall Design

This is a Phase 1b/Phase 2a, open-label, multicenter study to determine the safety, tolerability,
RP2D, efficacy, pharmacokinetics (PK) and pharmacodynamic (PD) properties of idronoxil
when rectally administered as a suppository (NOX66) to patients with any solid tumor (Part 1)
and patients with mCRPC, BC and NSCLC (Part 2) who are eligible for low-dose EBRT for at
least one symptomatic or minimally symptomatic lesion (for the prevention of symptoms). The
study will be performed in approximately 14 sites in Australia, United States (US) and Europe.
The study is divided into 2 parts: Part 1 (dose escalation) and Part 2 (dose expansion). The study
design allows an exploration of different doses of NOX66 (800 mg, 1200 mg, 1600 mg and
2400 mg) with safety monitoring to ensure the safety of the patients. A Safety Steering
Committee (SSC) will review available safety data after the first cycle (21 days) of each dose
cohort of NOX66 in Part 1 to determine the maximum tolerated dose (MTD)/RP2D.
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In Cycle 1, NOX66 will be administered for 14 days followed by a 7-day rest period on a 21-day
cycle. From Cycle 2 onwards, NOX66 will be administered for 7 days followed by a 7-day rest
period on a 14-day cycle. Patients will continue to receive NOX66 on a cyclical basis until
disease progression, unacceptable toxicity, withdrawal of consent, start of a new anticancer
therapy, withdrawal of the patient by the Investigator or until the defined study end is reached.

The study population consist of patients with mCRPC, BC, NSCLC or other solid tumors who
have failed at least one line of prior treatment and for whom, according to the Investigator, are
eligible for low-dose EBRT for at least one symptomatic or minimally symptomatic lesion (for
the prevention of symptoms).

The dose levels of EBRT will be either:
e 8 Gray (Gy) as a single fraction, or
e 20/25 Gy as 5 fractions given over 5 to 10 days.

The first EBRT dose fraction must be administered on Day 2 of Cycle 1 and the remaining dose
fractions will be given between Day 3 and Day 11. The choice of one of the EBRT
dose/fractions stated above will be at the discretion of the Investigator and will be determined by
the clinical requirements of the patient. EBRT will be administered according to the institutional
protocol.

Additional EBRT at the dose levels/fractions stated above may be given during the study.
However, should additional EBRT be considered necessary during the study (Cycle 2 onwards),
the Investigator should communicate this to the Medical Monitor for team acknowledgment
since extra doses could impact study results.

The expected study duration for a patient from the time of Screening will be a minimum of 7
months, unless the patient develops progressive disease sooner, but may be longer than 7
months. The duration from Screening and initial administration of NOX66 until the last study
visit is determined by the number of treatment cycles each patient receives plus the follow-up
period, which is from the last dose of NOX66 until disease progression, withdrawal of consent,
death or the defined end of study, whichever is shorter.

There will be a Screening period of up to 27 days (Days -28 to -2). Each patient will attend the
study center on Day -1 of Cycle 1 for eligibility assessments and on all PK days

(Cycle 1: Days 1, 2, 6, 14 and 15; Cycles 2 and 3: Days 1 and 8). Patients in Part 1 may require
an overnight stay on Day 1 of Cycle 1. On Days 1, 2, 6 and 14 of Cycle 1 and Day 1 of Cycles 2
and 3, the NOX66 morning administration will occur at the study center under medical
supervision. During these days blood samples for PK analysis will be collected as per the
schedule mentioned in Table 1-3. In addition to PK samples, patients will be monitored for

Final 4.0 53 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

cardiac effects using 12-lead ECGs (Table 1-2). NOX66 will be self-administered by the
patients or administered by their care giver at home on all other dosing days as well as the
evening doses of NOX66 on PK days (Cycle 1: Days 2, 6 and 14; Cycles 2 and 3: Day 1). The
evening dose of Day 1 of Cycle 1 (in Part 1 only) will be administered at the clinical unit.
Patients or care givers should always wear gloves when handling and/or during administration of
NOX66. The use of a small amount of water-soluble lubricant is advised before rectal
administration. No oil- or wax-based lubricants should be used during rectal administration.
Further administration instructions are provided in the “Instructions for Administration of
NOX66 Suppositories” document. Patients will also attend the study center for EBRT (8 Gy or
20/25 Gy given as 1 or 5 fractionated doses, respectively) on Days 2 to 11 of Cycle 1 depending
on the number of fractions to be administered. From Cycle 2 onwards only NOX66 will be
administered for 7 days followed by a 7-day rest period (as indicated above). Patients with
mCRPC may also receive ADT as maintenance therapy and patients with BC may receive
background hormonal therapy during this study. No other anticancer therapy will be allowed
during the study.

As stated above, patients will continue to receive NOX66 on a cyclical basis until disease
progression, unacceptable toxicity, withdrawal of consent, start of a new anticancer therapy,
withdrawal of the patient by the Investigator or the defined end of study is reached. Patients will
have an End of Treatment (EOT) Visit within 7 to 10 days after the last dose of study drug. Ifa
patient discontinues the study treatment early (Early Discontinuation [ED]), the patient will have
an ED Visit within 7 to 10 days after the last dose of study drug. All patients (both Part 1 and
Part 2) who discontinue from study treatment but have not withdrawn consent, for reasons other
than disease progression will be followed up approximately every 12 weeks (+ 2 weeks) after
completion of their treatment period. They will be required to attend the clinical unit for these 12
weekly follow-up visits for safety assessments and undergo imaging to assess disease response
until the defined study end. The study will be ended and closed when the last mCRPC patient
enrolled in Arm 1 of Part 2 completes 6 months of treatment, or is withdrawn from the study,
whichever is shorter.

Patients who have withdrawn consent in both study parts will be followed up by phone for
adverse events (AEs)/serious adverse events (SAEs) for 30 days after the last dose of study drug
or until resolution or stabilization of ongoing AEs/SAEs deemed at least possibly related to the
study drug, whichever is longer.
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The study will include 4 dose cohorts (Part 1) and 2 treatment arms (Part 2):

e Part 1: Eligible patients with any solid tumor will be enrolled in one of 4 dose cohorts:

o Dose Cohort 1: 800 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on the number of fractions to be administered). From Cycle 2
onwards, 800 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 2: 1200 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
1200 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 3: 1600 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
1600 mg NOX66 will be administered on Days 1 to 7.

o Dose Cohort 4: 2400 mg NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2 to 11 of
Cycle 1, depending on number of fractions to be administered). From Cycle 2 onwards,
2400 mg NOX66 will be administered on Days 1 to 7.

e Part 2: Eligible patients will be enrolled in 1 of 2 treatment arms:

o Arm 1 — patients with mCRPC: RP2D NOX66 (Days 1 to 14 [Cycle 1]) + EBRT (Days 2
to 11 of Cycle 1, depending on number of fractions to be administered). From Cycle 2
onwards, RP2D NOX66 will be administered on Days 1 to 7.

o Arm 2 — patients with BC and NSCLC: RP2D NOX66 (Days 1 to 14 [Cycle 1]) + EBRT
(Days 2 to 11 of Cycle 1, depending on number of fractions to be administered). From
Cycle 2 onwards, RP2D NOX66 will be administered on Days 1 to 7.

Patients will have a rest period (no NOX66 administration) on Days 15 to 21 of Cycle 1 and
Days 8 to 14 of Cycle 2 onwards (Parts 1 and 2).

The study schemes are provided in Figure 1-1 (Part 1) and Figure 1-2 (Part 2), and the Schedule
of Activities (SoA) is provided in Table 1-1 (Parts 1 and 2).

4.1.1 Part1 (Dose Escalation)

Approximately 30 patients with any solid tumor who require low-dose EBRT will be enrolled
sequentially to the four planned NOX66 dose groups (Dose Cohort 1: 800 mg [3 to 6 patients];
Dose Cohort 2: 1200 mg; Dose Cohort 3: 1600 mg; Dose Cohort 4: 2400 mg [3 to 8 patients in
each of Dose Cohorts 2 to 4]; total daily dose administered twice a day [BID]). At least

2 patients enrolled in Dose Cohorts 2 to 4 must have mCRPC.
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The proposed dose regimen for Part 1 is given in Table 4-1. No intra-subject dose escalation is

allowed.
Table 4-1 Proposed Doses for NOX66 (Part 1)
Dose Cohort
1 2 3 4
Total daily dose 800 mg 1200 mg 1600 mg 2400 mg
Dosing regimen 400 mg BID 600 mg BID 800 mg BID 1200 mg BID
Number of suppositories per 2 x 400 mg 2 x 600 mg 4 x 400 mg 4 x 600 mg
day

BID = twice daily

All patients will be closely monitored for any dose-limiting toxicities (DLTs) up to Day 21 of
Cycle 1.

Dose escalation will be based on an adapted “3+3” design, where dose cohorts will be expanded
for up to 6 patients (Dose Cohort 1) in the event of DLT or up to 8 patients (Dose Cohorts 2 to 4)
to allow for robust estimation of PK parameters after being deemed “safe” based on the
traditional “3+3” design.

At each dose level, 3 patients will initially be treated with NOX66.

o Ifnone of the first 3 patients enrolled in Cohort 1 experience a DLT during the first treatment
cycle, the dose will be escalated to the next level.

e Ifnone of the first 3 patients experience a DLT during the first treatment cycle of Cohorts 2
to 4, then the dose level will be deemed “safe” and up to 5 additional patients will be enrolled
to the current dose level for estimation of PK parameters. At the same time (with the
exception of Cohort 4), the next dose level will be initiated and the first 3 patients will be
enrolled to the escalated dose.

e If 1/3 patients experience a DLT, an additional 3 patients will be enrolled. If 1/6 patients
experience a DLT then this dose level will be deemed ““safe” and, for Cohorts 2 to 4, 2 more
patients may be enrolled for estimation of PK parameters. At the same time, the next dose
level will be initiated and the first 3 patients will be enrolled to the escalated dose.

e If>1/3 or > 1/6 patients experience a DLT, then dose escalation will be halted, and the
previous dose will be declared as the MTD.

If the 1200 mg dose is not tolerable (i.e., 2 or more patients with DLTs), an additional 3 patients
will be enrolled in the 800 mg dose cohort in order to declare 800 mg as the MTD (if no more
than 1/6 patients experience a DLT).
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If no DLT is observed at 2400 mg (Dose Cohort 4), dose escalation will be stopped. The
proposed highest dose level (2400 mg) will be declared the RP2D.

There will be a temporary halt for enrollment after the first 3 patients are enrolled in each cohort
until the SSC clears that the dose level is safe to continue the dose escalation. During the SSC
meeting for NOX66 dose escalation decision, the safety and tolerability of both EBRT doses

(8 Gy and 20/25 Gy) will also be evaluated. For details on DLT evaluation, see Section 7.1.2.2.

DLT monitoring will be applicable for all patients enrolled in each cohort, including patients
enrolled for the purpose of PK analysis; as well as the decision rule for the additional PK patients

(i.e., stopping dose escalation).

4.1.2 Part2 (Dose Expansion)

Part 2 will be expanded to enroll additional patients with mCRPC (Arm 1), BC and NSCLC
(Arm 2). All patients will be treated with NOX66 RP2D along with low-dose EBRT (8 Gy or
20/25 Gy given as 1 or 5 fractionated doses, respectively).

Part 2 will enroll 2 treatment arms:

e Arm 1 (n=25): Patients with mCRPC.
e Arm 2 (n=up to 15): Patients with BC or NSCLC.

4.2 Scientific Rationale for Study Design

Better SOC treatments for patients with prostate cancer and patients with other solid tumors, who
have exhausted treatments, are needed. Based on the positive results observed in Phase 1 clinical
studies with NOX66, further investigation is warranted.

The study is divided into 2 parts: Part 1 (dose escalation) and Part 2 (dose expansion). During
Part 1, four dose levels of NOX66 will be examined to determine the MTD and RP2D to be used
in further clinical development of NOX66. In Part 2, the confirmed RP2D dose level will be
further examined in patients with mCRPC, BC and NSCLC. Part 2 will also examine the effect
of NOX66 on PSA of patients with mCRPC and the tumor response in patients with BC and
NSCLC as an Exploratory endpoint.

Radiotherapy (i.e., low-dose EBRT) will be provided to patients during this study. Low-dose
EBRT is administered for the treatment of symptomatic lesions and/or to prevent asymptomatic
lesions from becoming symptomatic. Low-dose EBRT (8 Gy or 20/25 Gy as 1 or 5 fractionated
doses, respectively) will be administered in this study for symptom control of lesions and
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prevention of signs and symptoms. The safety of the combination of NOX66 and EBRT has
been tested in men with symptomatic mCRPC' (see IB? for details).

The starting dose, dose escalation decision points and patient population size are based on
accepted methodology for Phase 1/Phase 2 studies.

In the previous study (NOX66-002A), the doses of 400 mg, 600 mg, 800 mg and 1200 mg of
NOX66 were explored in combination with low-dose EBRT in patients with mCRPC. The
highest dose tested in this study was 1200 mg and a total of 15 patients have been treated with
this dose. There were no DLTs reported in that study. Based on the NOX66-002A study safety
and efficacy data this planned study is designed to continue the dose escalation from

800 mg (400 mg BID) to 1200 mg (600 mg BID) to 1600 mg (800 mg BID) followed by

2400 mg (1200 mg BID), if tolerable.

In the previous trial, the total duration of NOX66 treatment was up to 16 days and low-dose
EBRT of 20 Gy was given in 5 fractionated doses over 5 to 7 days. NOX66 will be administered
in this planned study on a 21-day cycle basis (14 days on treatment followed by 7 days off
treatment) during Cycle 1, and on a 14-day cycle basis (7 days on treatment followed by 7 days
off treatment) from Cycle 2 onwards. NOX66 will be administered until disease progression,
unacceptable toxicity, withdrawal of consent, start of a new anticancer therapy, withdrawal of the

patient by the Investigator or until the defined study end.

The timings of safety and PK assessments in the study have been designed on the basis of
non-clinical and clinical findings. These data will be important to evaluate exposure-response
relationships for efficacy and safety in mCRPC and other tumor types.

As part of the clinical drug development program for NOX66, the Sponsor plans to include
investigations into PD biomarker profiles and their relation to study drug effect at the intended
dosage. These biomarkers will be derived from blood samples taken during the study. There are
many potential benefits to this biomarker research, including the possibility to identify patients
most likely to benefit from treatment, explain outliers and non-responders or explain adverse
reactions related to study drug exposure. This research may result in an understanding of the
impact of variation between individuals and how it can be utilized to bring better drug products
to the clinic.
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4.3 Justification for Dose

The selected starting dose, 800 mg NOX66 (total dose; 400 mg BID), has been used in a
previous clinical trial (NOX66-002A) and was shown to be safe and well tolerated. This dose
level is the possible lowest BID dose of NOX66.

Low-dose EBRT (8 Gy or 20/25 Gy given as 1 or 5 fractionated doses, respectively) is
considered SOC in this patient population. The choice of dose/fraction is at Investigator’s
discretion based on patient’s need. Site will need to follow institutional practice for low-dose
EBRT administration.

4.4 End of Study Definition

Study completion for this trial is defined as the time when the last mCRPC patient in Arm 1 of
Part 2 has completed 6 months of treatment or is withdrawn from the study for any reason. At
this time, all patients who are continuing in the follow-up phase of the study will have a final
visit scheduled, and this will be the final data collection for that patient.

At the defined study end, a review of all the patients who are still continuing participation in the
study will be conducted to assess how many of these patients are still receiving study drug. If
>60% of patients are found to still be receiving study drug, these patients will be rolled into an
Extension study where they will continue to receive study treatment. The Extension study will be
a simple protocol to allow for study drug continuation until disease progression, withdrawal of
consent, or death. Study follow up will consist of ongoing safety assessments and disease
response assessment as measured by 12 weekly (£2 weeks) imaging scans.

In the situation where at the defined end of study, <60% of patients are still receiving study drug,
no Extension study will be enacted. Instead, these patients will be switched on to a
compassionate access program and continue to receive study drug, as long as their treating
physician believe they are continuing to receive clinical benefit. Standard pharmacovigilance
monitoring will be put in place to continue the safety assessment of the patients still receiving
study drug.

S Study Population

The study population will consist of patients with mCRPC, BC, NSCLC or other solid tumors
who have failed at least one line of prior treatment and for whom, according to the Investigator,
are eligible for low-dose EBRT for at least one symptomatic or minimally symptomatic lesion
(for the prevention of symptoms).
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5.1 Inclusion Criteria

Patients are eligible to be included in the study only if all of the following criteria apply:
Informed Consent

1. Patient is capable of giving signed informed consent which includes compliance with the

requirements and restrictions listed in the ICF and in this protocol.

Type of Patient and Disease Characteristics

2. Patient has a minimum life expectancy of 6 months.
3. Patient is 18 years or older at the time of signing the informed consent.

4. Histological or cytological confirmation of prostate cancer, BC, NSCLC and any other solid

tumors.

5. Confirmed metastatic disease by imaging (e.g., bone scans, X-rays, ultrasound, computerized
tomography [CT], magnetic resonance imaging [MRI]).

6. Documented disease progression (e.g., based on radiographic imaging, PSA or other clinical
parameters) following first or later lines of anticancer systemic treatment.

7. Patient is eligible for low-dose EBRT for at least one lesion.

8. Patients with prior RT are eligible, only if there is no potential for field overlap between the
prior RT and the planned RT.

9. For patients with BC or NSCLC: Patient must have at least one measurable lesion as per
RECIST vl.1 (in Part 2 only).

10. Patient has Eastern Cooperative Oncology Group (ECOG) performance status of 0 to 2.
11. Adequate bone marrow function defined as:

e Absolute neutrophil count > 1.5 x 10%/L.

e Platelet count > 100 x 10%/L.

e Hemoglobin > 9.0 g/dL (with or without transfusion).
12. Adequate renal function defined as:

e Creatinine clearance as measured by the Cockcroft-Gault equation > 30 mL/min.
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13. Adequate liver function defined as:

e Serum total bilirubin < 1.5 x upper limit of normal (ULN; patients with confirmed
Gilbert’s syndrome may be included in the study).

e Aspartate aminotransferase (AST)/alanine aminotransferase (ALT) < 2.5 x ULN (or
<5 x ULN in patients with liver metastasis). Elevated alkaline phosphatase is not
exclusionary if due to the presence of bone metastasis and liver function is otherwise

considered adequate in the Investigator’s judgement.

Metastatic Castration-resistant Prostate Cancer

14. Baseline testosterone levels < 14.4 ng/dL and ongoing medical castration must be maintained

throughout the duration of the study.

15. Patient has evidence of symptomatic and/or progressive disease. Progressive disease is
defined as any one of the following:

e Radiographic disease progression in soft tissue (nodule or visceral metastasis) and/or
bone with or without PSA progression. Objective evidence of increase in radiographic

lesions or the appearance of 2 or more new lesions.

¢ Prostate-specific antigen progression: At least 3 consecutive rising PSA levels (> 2 to

5 ng/mL) separated by at least 1 week, with castrate levels of testosterone.

Breast Cancer Patients

16. Known hormone receptor status (estrogen receptors/progesterone receptors or estrogen
receptors alone). Breast cancer patients are allowed to be on background hormonal

treatment.

Contraception

Contraceptive use should be consistent with local regulations regarding the methods of

contraception for those participating in clinical studies.

NOTE: The reliability of sexual abstinence for male or female enrollment eligibility needs to be
evaluated in relation to the duration of the clinical study and the preferred and usual
lifestyle of the patient. Periodic abstinence (e.g., calendar, ovulation, symptothermal, or post
ovulation methods) and withdrawal are not acceptable methods of contraception.
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Male Patients:

17. Patient must have had a vasectomy or must agree to use a highly effective contraception as
detailed in Section 10.4 of this protocol during the treatment period and for at least 3 months
after the last dose of study drug and refrain from donating sperm during this period.

Female Patients:
18. A female patient is eligible to participate if she is not pregnant (see Section 10.4), not
breastfeeding, and at least one of the following conditions applies:
e Not a woman of childbearing potential (WOCBP) as defined in Section 10.4.
OR

e A WOCBP who agrees to follow the contraceptive guidance in Section 10.4 and not to
donate ova during the treatment period and for at least 3 months after the last dose of
study drug.

5.2 Exclusion Criteria

Patients are excluded from the study if any of the following criteria apply:
Medical Conditions

1. Patient has tumor involvement of the central nervous system.

2. Impaired cardiac functioning or clinically significant cardiac disease, including the
following:

e Acute myocardial infarction or unstable angina pectoris < 6 months prior to starting study
drug.
e Corrected QT interval (QTc) using Fridericia’s formula (QTcF) > 470 msec on screening

ECG (average of triplicate measurement will be used).

e Uncontrolled clinically significant cardiac arrhythmia (patients with rate-controlled atrial
fibrillation are not excluded).

NOTE: Patients with a history of coronary artery disease, revascularization and/or stable
coronary artery disease are not excluded.

3. Uncontrolled hypertension despite two concomitant antihypertensive therapies, defined as
supine systolic blood pressure > 150 mmHg or diastolic blood pressure > 100 mmHg based

on a mean of three measurements at approximately 2-minute intervals.
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10.

11.

12.

Patients who have had a colectomy (total or left hemicolectomy) with re-anastomosis.

Patients for whom administration of the suppositories are likely to cause pain or difficulties

in absorption (e.g., inflamed hemorrhoids, fissures or lesions of the anus or rectum).
Patients with fecal impaction or uncontrolled irritable bowel disease.

Patients with inflammatory bowel disease (e.g., Crohn’s disease or ulcerative colitis) will be
excluded, even if the condition is well controlled.

Active or chronic infection with human immunodeficiency virus (HIV), hepatitis B or
hepatitis C. Screening of patients with serology testing for these viruses is not required.
However, patients who have a past history of viral hepatitis or in whom there is a current
suspicion of viral hepatitis will have serology testing for hepatitis B and hepatitis C
performed to determine whether there is any current evidence of ongoing infection with these
viruses. Patients considered to be at risk for HIV infection should have HIV testing
performed. If the test result is negative, the patient will be allowed to participate in the study.

NOTE: Patients with chronic HIV infection, on ongoing treatment with anti-viral
medications, who have an undetectable viral load are not considered to be infectious and can

be included in this study.

Any other disease, metabolic dysfunction, physical examination finding or clinical laboratory
finding that, in the Investigator’s opinion, gives reasonable suspicion of a disease or
condition that contraindicates the use of an investigational drug, may affect the interpretation
of the results, render the patient at high risk from treatment complications or interferes with

obtaining informed consent.

Patients with oligometastatic disease (fewer than 5 metastatic lesions) amenable to standard
therapy will be excluded.

Major surgery within 4 weeks or minor surgery or biopsy within 1 week of the first dose

administration.

Patients who have had RT to the region of the rectum or will require RT to the region of the

rectum during the trial.

NOTE: Metastatic castration-resistant prostate cancer [mMCRPC] patients who have received
prior prostate or prostate fossa radiation and radiation to nearby lymph nodes, where the
rectum is not the target, can be included in this study.
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Prior/Concomitant Therapy

13.

14.

15.

16.

Uncontrolled active infection requiring intravenous antibiotic, antiviral or anti-fungal
medications within 14 days before the first dose administration. Infections (e.g., urinary tract
infection) controlled on concurrent anti-microbial agents and anti-microbial prophylaxis per
institutional guidelines are acceptable.

Receiving or having received anticancer treatment within the following period prior to the
first dose administration:

e Cytotoxic treatment: 3 weeks.

e Non-cytotoxic drugs, including small molecule investigational products: 3 weeks or

5 terminal half-lives from plasma (whichever is the longest).
e Biological products including investigational immune-oncology agents: 4 weeks.
e Radiation with a limited field for palliation: 4 weeks.
¢ Radiation to > 30% of the bone marrow: 4 weeks.
e Lung radiation: 60 days.

Patient has received corticosteroids at a dose of > 10 mg prednisone/day or equivalent for

any reason within 4 weeks prior to receiving the first dose administration.

History of hypersensitivity to active or inactive excipients of study drug or drugs with a

similar chemical structure or class to the study drug.

Other Exclusions

17.
18.

19.

Patient is not willing to use suppositories.

Judgement by the Investigator that the patient should not participate in the study if the patient
is unlikely to comply with study procedures, restrictions and requirements.

Patient has a positive reverse transcription polymerase chain reaction (RT-PCR) test for
SARS-CoV-2 prior to Screening or enrollment or has clinical signs and symptoms consistent
with SARS-CoV-2 infection; e.g., fever, dry cough, dyspnea, sore throat, fatigue or positive
SARS-CoV-2 test result within 2 weeks prior to Screening. Patients who had symptomatic
COVID-19 disease less than 1 month prior to Screening will be excluded. If a patient has
had a severe course of COVID-19 (extracorporeal membrane oxygenation, mechanically
ventilated) within 4 weeks of Screening, or have any sequelae of infection or ongoing
infection, the patient will also be excluded. If the patient has had recent (within previous

14 days) exposure to someone who has COVID-19 symptoms, been in contact with someone
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who has tested positive for COVID-19 or visited a COVID-19 treatment facility, the patient
may be re-evaluated for participation in the study after undergoing an isolation period of at
least 10 days and having a negative SARS-CoV-2 RT-PCR test prior to enrollment.

5.3 Screen Failures

Screen failures are defined as patients who consent to participate in the clinical study but are not
subsequently enrolled in the study. A minimal set of screen failure information is required to
ensure transparent reporting of screen failure patients to meet the Consolidated Standards of
Reporting Trials publishing requirements and to respond to queries from regulatory authorities.
Minimal information includes demography, reason for screen failure (e.g., eligibility

requirements failed), and any SAEs will be recorded in the electronic case report form (eCRF).

Individuals who do not meet the criteria for participation in this study (screen failure) may be
rescreened. This will be assessed on a case-by-case basis and requires Sponsor and Clinical
Research organization (CRO)’s prior approval before the patient is rescreened. Rescreened
patients should be assigned a different unique participant number from the initial screening. The
previous screening number will be noted separately for reference purposes.

5.3.1 Screening and Enrollment Log and Participant Identification Numbers

The patient’s enrollment will be recorded in the Screening and Enrollment Log.

Upon screening, each patient will receive a unique participant identification number. Participant
numbers must not be re-used for different patients.

6 Study Drug

Study drug is defined as any investigational drug(s) (including marketed product[s]) intended to
be administered to a study participant according to the study protocol.

On days when study drug and EBRT are to be administered, it is advised that NOX66 is given at
least 1 hour prior to EBRT.

6.1 Study Drug(s) Administered

Details on study drug administered during this study are given in Table 6-1.
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Table 6-1 Study Drug(s) Administered

Part 1 Part2

Dose Cohort/ Dose Dose Dose Dose Arm 1 Arm 2
Arm: Cohort 1 Cohort 2 Cohort 3 Cohort 4
Drug Name: NOX66 NOX66 NOX66 NOX66

800 mg 1200mg | 1600 mg 2400 mg RP2D RP2D
Type: Small molecule
Dosage . S . . o
Formulation: Suppository containing idronoxil in a lipophilic base
Unit Dose
Strength(s): 400 mg or 600 mg
Dosage Level(s): 1 x 400 mg 1 x 600 mg 2 x 400 mg 2 x 600 mg To be To be

suppository suppository suppository | suppository | determined | determined
administered administered | administered | administered
twice daily. twice daily. twice daily. | twice daily.
Total daily Total daily Total daily Total daily

dose of dose of dose of dose of

800 mg. 1200 mg. 1600 mg. 2400 mg.
Route of Rectal
Administration:
Use: Interventional
IMP and NIMP: IMP
Sourcing: Provided centrally by the Sponsor.
Dosing Twice daily NOX66 dosing should occur at least 10 hours apart. Where 2 suppositories are
Instructions: administered per dosing, each suppository will be administered at least 5 minutes apart. The

same administration schedule should be adhered to on the days when EBRT is administered.
Patients or care givers should always wear gloves when handling and/or during
administration of NOX66. The use of a small amount of water-soluble lubricant is advised
before rectal administration. No oil- or wax-based lubricants should be used during rectal
administration. Patients will be provided with an “Instructions for Administration of
NOX66 Suppositories” that contains further details.

Packaging and Each suppository is supplied in individually sealed PVC suppository packaging shells and
Labeling: boxed in appropriate quantities for the clinical study. Each box will be labeled as required
per country requirement.

IMP = investigational medicinal product; RP2D = recommended Phase 2 dose

From Cycle 3 onwards, study drug for 2 cycles will be dispensed every second cycle

(i.e., Cycles 5,7, 9, 11 etc.). From Cycle 5 onwards, on-site visits will occur on a 28-day

(4 weekly) basis, i.e., patients will visit the clinical unit every second cycle. After Cycle 5, the
next patient visit will therefore be Cycle 7, followed by Cycle 9, etc. until the patient completes
the treatment period or is withdrawn.
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In patients who have regular bowel movements (i.e., within several hours after waking), patients
will be instructed to insert the suppository after the bowel movement. To promote regular bowel
movements, patients should be encouraged to consume a high fiber diet, with adequate amounts
of water. In those patients who are not on a regular bowel movement schedule, insertion of the
suppository should occur at regularly scheduled times individualized for the patient (but
approximately 10 hours apart).

For Days 1, 2, 6 and 14 of Cycle 1 and Day 1 of Cycles 2 and 3 (PK days), once the suppository
is inserted in the rectum and defecation occurs within 2 hours after the administration, the
remaining doses should be administered at the prescribed time as scheduled. No re-dosing is

permitted if defecation occurs within 2 hours of administration.

The dosing time for suppository/ies administration must be recorded by the patient in the Patient
Study Drug Administration Diary which must be brought to the study center at each on-site visit.

6.1.1 Radiotherapy

The choice of dose/fraction as stated below is Investigator’s discretion based on patient’s need.
Sites will need to follow institutional practice and the guidance provided in Appendix 10
(Section 10.10) for low-dose EBRT administration.

The study population consist of patients with mCRPC, BC, NSCLC or other solid tumors who
have failed at least one line of prior treatment and for whom, according to the Investigator, are
eligible for low-dose EBRT for at least one symptomatic or minimally symptomatic lesion (for
the prevention of symptoms).

The dose levels of EBRT will be either:
e 8 Gy as a single fraction, or
e 20/25 Gy as 5 fractions given over 5 to 10 days.

The first EBRT dose fraction must be on Day 2 of Cycle 1 and the remaining dose fractions will
be given between Day 3 and Day 11. The choice of one of the EBRT dose/fractions as stated
above will be at the discretion of the Investigator and will be determined by the clinical
requirements of the patient. A maximum of 2 sites can be irradiated concurrently in conjunction
with NOX66 during Cycle 1. EBRT will be administered according to the institutional protocol.

Additional EBRT at the dose levels/fractions stated above may be given during the study.
However, should additional EBRT be considered necessary during the study (Cycle 2 onwards),
the Investigator should communicate this to the Medical Monitor for team acknowledgment
since extra doses could impact study results.
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6.2 Preparation, Handling, Storage, and Accountability

The Investigator or designee must maintain a log to confirm appropriate temperature conditions
(2°C to 8°C [35.6°F to 46.4°F], away from direct light) have been maintained during transit for
all study drug received and any discrepancies are reported and resolved before use of the study

drug.

Patients must be advised that during travel from the study center to their homes the study drug
must be stored at 2°C to 8°C (35.6°F to 46.4°F), away from direct light, and they should avoid
leaving the study drug in their vehicle on a hot day. They should also not keep the study drug on
their person as the study drug will melt at body temperature. At home the study drug should be
stored in the fridge and handled as little as possible upon administration to prevent melting.
Further details are provided in the “Instructions for Administration of NOX66 Suppositories”.

Only patients enrolled in the study will receive study drug and only authorized site staff will
supply or administer study drug. All study drugs 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 Investigator or designated staff (where applicable) is responsible for study drug
accountability, reconciliation and record maintenance (e.g., receipt, reconciliation and final
disposition records).

Further guidance and information are provided in the “Instructions for Administration of NOX66
Suppositories” document that will be provided by the Sponsor to patients and study staff.

6.3 Measures to Minimize Bias: Randomization and Blinding

This is an open-label study. Each site must submit a completed Participant Enrollment Form to
the Sponsor or CRO designee for approval to patient in the study. The Sponsor’s representative
(Parexel) will review the information to verify that the patient meets all inclusion criteria and
none of the exclusion criteria to determine if the patient is eligible for study participation. The
Investigator must not prescribe or administer the study drug until the patient has completed
registration and has been approved to participate in the study.

No randomization will be done for Parts 1 and 2 as patients will all receive NOX66 and EBRT
treatment. Therefore, patients will be enrolled sequentially in dose cohorts of Part 1 and in
parallel for Part 2.
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The clinical site will be assigned a unique 4-digit number and each patient will be assigned a
unique screening number after written informed consent is obtained. Each patient will have a
unique identifier (6-digit number [ XXXX-YY]) that combines both the site (XXXX) and
screening number (YY). Participant numbers will be assigned sequentially at the clinical site.

6.4 Study Drug Compliance

NOX66 is packaged with each suppository individually sealed in plastic packaging and boxed as
quantities to meet the treatment needs. The study drug is to be stored refrigerated (2°C to 8°C
[35.6°F to 46.4°F)).

The suppository units are packed in individually sealed PVC suppository packaging shells and
boxed in appropriate quantities. Label information for the primary packaging will include, but
are not limited to the study number, name of the product, lot number, route of administration and
Sponsor name.

Label information for the secondary package box which contains the suppository units will
include but are not limited to the Sponsor’s name and address, study number, name of the
product, lot number, re-assay date, storage conditions, dosage and patient identifier.

All dosages of NOX66 will be self-administered by the study patients or administered by a
caregiver. A missed dose should be taken as soon as it is noted if it has not been longer than
2 hours. If the period exceeds 2 hours, the missed dose should be skipped.

When patients are dosed at the site (Days 1, 2, 6 and 14 of Cycle 1 and Day 1 of Cycles 2 and 3),
they must bring the study drug received at the start of the treatment cycle to the study site and
will administer the study drug under medical supervision. The date and time of each dose
administered in the clinic will be recorded in the source documents, eCRF and Patient Study
Drug Administration Diary for treatment compliance. The dose of study drug and study patient
identification will be confirmed at the time of dosing by a member of the study site staff other
than the person administering the study drug.

When NOX66 is self-administered by the patients or administered by their care giver at home
(all dosing days except the mornings of Days 1, 2, 6 and 14 of Cycle 1 and Day 1 of Cycles 2
and 3), compliance with study drug will be assessed at each visit. The patient or care giver
should use gloves for drug administration. Compliance will be assessed by direct questioning
and counting returned unused suppositories during the site visits and documented in the source
documents and eCRF. Patients will also receive a Patient Study Drug Administration Diary in
which they must record details of each dosing (e.g., date and time of dosing, number of
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suppositories, missed doses). Deviation(s) from the prescribed dosage regimen should be
recorded in the eCRF.

A record of the number of NOX66 suppositories dispensed to and taken by each patient must be
maintained and reconciled with study drug and compliance records for each cycle. Actual drug
start and stop dates, including dates for drug delays and/or dose reductions will also be recorded
in the eCRF.

6.5 Concomitant Therapy

Any medication (e.g., ADT [for mCRPC patients], bisphosphonates or denosumab, pain
medication) or vaccine (including COVID-19 vaccine, over the counter or prescription
medicines, vitamins, and/or herbal supplements) that the patient is receiving at the time of
enrollment or receives during the study must be recorded along with:

e Reason for use.
e Dates of administration including start and end dates.
e Dosage information including dose and frequency.

The Medical Monitor should be contacted if there are any questions regarding concomitant or
prior therapy.

Other concomitant medication may be considered on a case-by-case basis by the Investigator in
consultation with the Medical Monitor. Please see Sections 8.2.2.4.1 and 8.2.2.4.2, respectively,
for details on permitted and prohibited medications.

6.6 Dose Modification

In patients who develop significant toxicity determined to be related to NOX66 after Cycle 1, the
Investigator may reduce the number of suppositories or the daily dose for the patient to remain in
the study (Table 6-2).

In the first occurrence of any AE > Grade 1 due to NOX66 (excluding Grades 1 and 2
anal/perianal rash), NOX66 treatment will be put on hold until the AE resolves to Grade 1 after
which dosing can be restarted with the same dose level. If the AE occurs again, NOX66
treatment should be put on hold until the AE resolves to Grade 1 after which dosing may be
restarted with a lower dose, i.e., reduced number of suppositories (Table 6-3). Grades 1 and 2
anal/perianal rash should be managed with hydrocortisone cream; no treatment hold is required

in these cases.
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Table 6-2 Dose Modification of Study Treatment NOX66
Current Dose Dose Reduction
. Number of Total Daily Dose Number of
Total Daily Dose Suppositories/Day Suppositories/Day
800 mg ) 400 mg 1
(400 mg BID) (once daily)
1200 mg ) 600 mg 1
(600 mg BID) (once daily)
1600 mg
(800 mg BID 4 800 mg )
[2x 400 mg per (400 mg BID)
administration])
2400 mg
(1200 mg BID 4 1200 mg )
[2 x 600 mg per (600 mg BID)
administration])

BID = twice daily

* To be administered during evening dosing.

Table 6-3

Management of NOX66 Treatment-related Toxicity

Event (NCI-CTCAE v5.0)

Action

Grades 1 to 2 toxicity
(all events)

Investigator judgement to continue treatment or interrupt dose (maximum

28 days), except for Day 1 of a new cycle of study treatment, as described above.
Initiate optimal supportive care and causality investigation. Consider resuming at
the same dose level when toxicity has resolved or is resolving with prophylactic
treatment (if appropriate). If toxicity recurs on rechallenge and does not resolve
in < 7 days despite optimal supportive care, consider a dose reduction.

Grade 3 to 4 toxicity
(1% event)

Interrupt study treatment and initiate optimal supportive care and causality
investigation. Maximum treatment interruption is 28 days. When toxicity has
resolved or is resolving with prophylactic treatment (Grade < 2 or returns to
baseline), consider restarting NOX66 with reduced number of suppositories per
day and prophylactic treatment (if appropriate).

Grade 3 toxicity
(recurrence of the same AE)

Interrupt study treatment and initiate optimal supportive case and causality
investigation. Maximum treatment interruption is 28 days. When toxicity has
resolved or is resolving (Grade <1 or returns to baseline), consider restarting
NOX66 with reduced number of suppositories per day and prophylactic treatment
(if appropriate). After 2 dose reductions, consider permanent discontinuation of
NOX66 for Grade 3 events.

Grade 4 toxicity
(recurrence of the same AE)

Patients should permanently discontinue NOX66 treatment.

AE = adverse event; NCI-CTCAE = national cancer Institute-Common Terminology Criteria for Adverse Events

If a perineal and/or anal rash develops (Grade 1 to 2), a topical hydrocortisone containing
hemorrhoid cream/ointment and/or cutaneous cream should be used. For Grade 3 to 4 perineal
and/or anal rash, NOX66 treatment should be delayed until the rash has resolved to Grade 1 or
completely and hydrocortisone cream should be used as appropriate. NOX66 should also be
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delayed if there is proctitis, rectal mucositis or an ulcer of Grade 2 or higher. Treatment may be
resumed when toxicity has decreased to Grade 1. Treatment with NOX66 should also be delayed
in the presence of anorectal infections and may be resumed after they are resolved. See also
Section 7.1.1 for details on handling of dose delays.

6.6.1 Dose Modification of Radiotherapy

The Investigator may adjust the dose of radiotherapy based on the standard operating procedure
(SOP) of the site if the patient experiences intolerance or severe toxicity to radiotherapy during
the study period.

Patients who are eligible for an additional course of radiotherapy to the same or other lesion due
to chronic pain or new symptomatic lesion (not related to progression) may receive an additional
course of EBRT (8 Gy or 20/25 Gy given as 1 or 5 fractionated doses, respectively). If such a
case occurs, it should be discussed with the Medical Monitor before administration of the
additional course.

6.7 Study Drug After the End of the Study

All patients will receive NOX66 treatment from Cycle 1 until disease progression, unacceptable
toxicity, withdrawal of consent, start of a new anticancer therapy, withdrawal of the patient by
the Investigator or defined study end, which will be when the last patient enrolled in Part 2
completes 6 months treatment.

Ongoing provision of study drug is described in Section 4.4.

7 Discontinuation of Study Drug and Participant Discontinuation
7.1 Discontinuation of Study Drug
7.1.1 Safety Stopping Criteria:

It may be necessary for a patient to permanently discontinue (definitive discontinuation) study
drug. If study drug is definitively discontinued, the patient will remain in the study to be
evaluated for clinical observation and safety monitoring. See the SoA (Table 1-1 [Parts 1 and 2])
for data to be collected at the time of discontinuation of study drug and follow-up and for any
further evaluations that need to be completed.
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Patients may be discontinued from study drug in the following situations:

e Patient decision. The patient free to discontinue study drug at any time, without prejudice to
further treatment.

e Any AE that in the opinion of the Investigator or Sponsor contraindicates dosing or meets the

criteria for discontinuation.

e Recurrence of the same Grade 3 AE, even if recurrence is at a lower dose of study drug, with
the exemption of localized skin reactions associated with drug administration which responds

to topical corticosteroids.
e Unacceptable toxicity.
e Severe noncompliance with the protocol.
¢ Disease progression or unacceptable toxicity.
o Patient started alternative anticancer therapy including another investigational agent.
e Patient is lost to follow-up.

For patients with mCRPC, study drug will not be stopped due to rises in PSA alone. The
Prostate Cancer Working Group 3 (PCWG-3) emphasized the importance of keeping patients on

the study until radiographic or symptomatic progression, which better reflects the clinical course.

7.1.1.1 Temporary Discontinuation

Study drug administration may be stopped temporarily (up to 21 days) due to AE(s) and will be
restarted after the AE resolves to Grade 1. If an AE has not resolved after this period, but the
Investigator confirms there is clinical benefit for the patient to continue study participation, this
period could be extended upon discussion with Medical Monitor and Sponsor. If the AE still has
not resolved after this extended period, and no clinical benefit was confirmed then the patient
will be discontinued from further NOX66 administration. This patient can continue study
participation until disease progression, withdrawal of consent, or until defined study end..

7.1.2 Dose Escalation Rules and Safety Steering Committee

A dose in which the safety stopping criteria have been met (Section 7.1.1) or where toxicity was
observed based on the DLT assessment criteria (Section 7.1.2.2) will not be repeated and further
dose escalation will not occur. Where stopping criteria have not been met, the decision of the
SSC may be to give the next intended dose, a smaller than the predefined dose increment, a
repeated dose or to stop dosing. There will be a temporary halt for enrollment after the first

Final 4.0 73 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

3 patients are enrolled in each cohort until the SSC clears that the dose level is safe to continue
the dose escalation.

Measures to ensure data integrity and safety of patients will be detailed in the Data and Safety
Monitoring Plan.

If the Investigator, the Medical Monitor or the Sponsor becomes aware of conditions or events
that suggest a possible hazard to patients if the clinical study continues, then the clinical study
may be terminated after appropriate consultation among the involved parties. The clinical study

may be terminated at the Sponsor’s discretion also in the absence of such a finding.

Should the study be terminated, and/or the study center closed for whatever reason, all
documentation pertaining to the study and study drug must be returned to Sponsor. Any actions
of the study site required for assessing or maintaining patient safety will continue as required,
despite termination of the study by the Sponsor.

7.1.2.1 Safety Steering Committee

The safety of the patients enrolled in this study will be closely monitored on an ongoing basis by
an SSC during dose escalation review meetings. The SSC will review clinical data from the
study, including safety, available efficacy and PK data (if available), and will ensure the
appropriate selection of doses to be used in the dose escalation and dose expansion phases of the
study. All safety data collected up to Cycle 1 Day 21 for each patient will be reviewed.

The SSC will consist of:

e The Sponsor’s Study Team Physician or a designee.
¢ Clinical Research Organization’s Medical Monitor, who will chair the committee.

e The Investigators or a designee from every participating site, at least from sites which enroll
patients in the respective dose cohort.

e Other Sponsor and Parexel team members.

The SSC charter will define the exact membership and who should be present for
recommendations to be made.

For the initiation of a new dose level, the SSC will evaluate the available safety, tolerability and
PK data (if available) of NOX66 in combination with EBRT. Once 3 patients have completed
their DLT assessment period, the SSC will review and assess all available safety data to make
recommendations regarding that dose and/or the next dose/study part. The decisions and
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decision-making regarding the next dose level will be documented and provided to the
Investigators prior to dosing of new patients. The final decision regarding dose escalation or
dose de-escalation will be made by the SSC.

The SSC will be responsible for the following:

e Assessment of all available safety, tolerability and exposure data during the study.

¢ Defining patients who have experienced a DLT per protocol definitions of DLT (see
Section 7.1.2.2).

¢ All recommendations regarding dose escalation or dose de-escalation of NOX66. The SSC
may recommend proceeding with dose escalation, expand the current dose level with

additional patient enrollment or de-escalate the dose to a lower dose level.

¢ All recommendations regarding modification of NOX66 dosing schedule, if required. The
SSC may recommend adjusting the NOX66 dose, dosing frequency or schedule during either
Cycle 1 or subsequent cycles. In this situation, the protocol must be amended.

¢ All recommendations relating to initiation of Part 2 enrollment.
e Recommendation for cessation of dose escalation.

e The review of safety and tolerability of both doses of EBRT (8 Gy and 20/25 Gy
administered as 1 or 5 fractionated doses).

¢ All recommendations regarding the replacement of any excluded or withdrawn patients on
study, if necessary.*

* Any patient initiated on treatment in error (i.e., because he or she failed to meet inclusion
and/or exclusion criteria) but meeting the criteria of an evaluable patient, will be reviewed on a
case-by-case basis by the SSC to determine if the patient should be included or excluded in the

recommendation for dose escalation.

See Section 7.1.2.2 for details on DLT assessment.

7.1.2.2 Assessment of Dose-limiting Toxicities

A DLT is defined as an AE that occurs during Cycle 1 (Day 1 to Day 21) that is assessed as
unrelated to the disease, intercurrent illness or concomitant medications and that, despite optimal
therapeutic interventions, meets any of the following criteria (judged to be associated with
NOX66 alone or in combination with EBRT [possibly, probably or definitely related to]):
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1. Grade 3 or higher non-hematological toxicities (excluding alopecia) with the following

exceptions:

a. Grade 3 nausea/vomiting or diarrhea < 72 hours with adequate antiemetic and other
supportive care

b. Grade 3 fatigue < 1 week

c. Grade 3 or higher electrolyte abnormality that lasts 24 to 72 hours, is not clinically

complicated, and resolves spontaneously or responds to conventional medical drugs
Grade 4 non-hematologic (non-laboratory) toxicity of any duration.
Grade 3 or Grade 4 febrile neutropenia of any duration.
Grade 4 neutropenia or thrombocytopenia > 5 days.

Grade 3 thrombocytopenia with bleeding.

S

Grade 3 thrombocytopenia in combination with a Grade 3 or greater blood and lymphatic
system disorder.

7. Grade 3 AST or ALT that is associated with a Grade 2 or greater rise in bilirubin that lasted

for more than 7 days.

8. Any AST or ALT > 8 x ULN regardless of duration (5 to 8 x ULN for up to 2 weeks is

allowed).
9. Any AE that results in a treatment delay or hold of > 14 days.
Grading of DLTs will follow the guidelines provided by the National Cancer Institute-Common
Terminology Criteria for Adverse Events (NCI-CTCAE) v5.0.

All AEs of the grades specified above count as DLTs unless they are clearly and incontrovertibly

due to disease progression or extraneous causes.

After all patients enrolled in a cohort complete Cycle 1, and the data from these patients are
available, a dose escalation meeting will be conducted. At least 3 evaluable patients are required
in order to proceed with DLT evaluation for each cohort.

The criteria for determination of an evaluable patient for a dose escalation decision or
determination of the MTD, must include:
e Patient who experienced a DLT during the 21-day treatment cycle (Cycle 1), or

e Patient who has not experienced a DLT and has taken at least 80% of the prescribed daily
doses of NOX66 and completed all safety evaluations.
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For each dose escalation cohort, additional patients may be enrolled or replaced if a patient
discontinues prior to the completion of Cycle 1 for reasons other than safety. Patients who
develop a DLT and discontinue treatment will not be replaced.

If a patient develops any DLT during Cycles 2 to 6, these will be considered ‘DLT equivalent
toxicity’ and will be recorded in the eCRF. This information may be considered during SSC

review to assess dose escalation.

When a DLT occurs, the site must immediately inform Parexel who will then inform the other

sites that a DLT has occurred and evaluate if a second DLT has occurred at any other sites.

Assessment of toxicities and decisions about dose recommendation for Part 1 (dose escalation)
will be made during the SSC meeting.

7.2 Participant Discontinuation/Withdrawal from the Study

A patient may withdraw from the study at any time at his/her own request or may be withdrawn
at any time at the discretion of the Investigator for safety, behavioral or administrative reasons.
The patient will be definitively discontinued from both the study drug and from the study at that
time.

The primary reason for a patient withdrawing prematurely should be recorded in the patient’s
source records and on the eCRF. In the absence of a medical contraindication or significant
protocol violation, every effort will be made by the Investigator to keep the patient in the study.
Patients who discontinue study drug because of an AE but agree to participate with any
follow-up assessments will undergo the EOT/ED Visit and will be requested to return for the
Follow-up Visits at 12-weekly intervals (2 weeks) until the defined study end. The Investigator
must contact the Medical Monitor promptly when deciding if a patient should be withdrawn or if
the patient elects to stop the study.

Patients withdrawn from this study cannot re-enroll. Patients who discontinue for a non-safety
related reason may be replaced if the patient is withdrawn during Cycle 1 in Part 1. Withdrawal
of consent must be ascertained and documented by the Principal Investigator who must consult
with the Medical Monitor and document the withdrawal of consent in the eCRF and in the
medical records. Patients will be asked about the reason(s) for withdrawal and the presence of
any AEs. Should the patient agree to be followed for safety information, this should be
documented in the medical records.
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Patients experiencing adverse reactions should be followed until the AE has resolved, stabilized
or is no longer deemed clinically significant, as judged by the Investigator. Appropriate
supportive and/or definitive therapy will be administered as required.

If the patient withdraws consent for disclosure of future information, the Sponsor may retain and
continue to use any data collected before such a withdrawal of consent.

If a patient withdraws from the study, he or she may request destruction of any samples taken

and not tested and the Investigator must document this in the site study records.

At the time of discontinuing from the study, if possible, an early discontinuation visit should be
conducted, as shown in the SoA. Refer to the SoA (Table 1-1 [Parts 1 and 2]) for data to be
collected at the time of study discontinuation and follow-up and for any further evaluations that
need to be completed.

7.3 Loss of Participants to Follow-Up

A patient will be considered lost to follow-up if he or she repeatedly fails to return for scheduled
visits and is unable to be contacted by the study site.

The following actions must be taken if a patient fails to return to the clinic for a required study
visit:

e The site must attempt to contact the patient and reschedule the missed visit as soon as
possible (and within the visit window, where one is defined) and counsel the patient on the
importance of maintaining the assigned visit schedule and ascertain whether or not the
patient wishes to and/or should continue in the study.

e In cases in which the patient is deemed lost to follow-up, the Investigator or designee must
make every effort to regain contact with the patient (where possible, three telephone calls
and, if necessary, a certified letter to the patient’s last known mailing address or local
equivalent methods). These contact attempts should be documented in the patient’s medical
record/eCRF.

¢ Should the patient continue to be unreachable, he/she will be considered to have withdrawn
from the study.

8 Study Assessments and Procedures

Study procedures and their timing are summarized in the SoA (Table 1-1 [Parts 1 and 2]).

Protocol waivers or exemptions are not allowed.
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Immediate safety concerns should be discussed with the Sponsor immediately upon occurrence

or awareness to determine if the patient should continue or discontinue study drug.

Adherence to the study design requirements, including those specified in the SoA, is essential
and required for study conduct.

All screening evaluations must be completed and reviewed to confirm that potential patients
meet all eligibility criteria. The Investigator will maintain a Screening Log to record details of
all patients screened and to confirm eligibility or record reasons for screening failure, as
applicable.

Procedures conducted as part of the patient’s routine clinical management (e.g., blood count) and
obtained before signing of the ICF may be utilized for Screening or baseline purposes provided
the procedures met the protocol-specified criteria and were performed within the time frame
defined in the SoA.

The maximum amount of blood collected from each patient over the duration of the study,
including any extra assessments that may be required, will not exceed 500 mL.

Repeat or unscheduled samples may be taken for safety reasons.

8.1 Efficacy Assessments

Efficacy will be assessed by evaluating the change from baseline PSA for patients with mCRPC
(Section 8.1.1). For all patients, DCR (as measured by complete response [CR], PR and SD;
Section 8.1.2) will also be evaluated based on change from baseline imaging using RECIST v1.1
criteria. In mCRPC patients, bone lesions will be evaluated using PCWG-3 criteria

(Section 8.1.3). Other assessments to be performed during this study are ECOG scores, pain
severity (Section 8.1.4), morphine and analgesic use (Section 8.1.6) and change from baseline
Patient Reported Outcomes (PROs) using the questionnaires listed in Section 8.1.5 for all
patients enrolled in the study.

Efficacy will also be assessed by looking at the skeletal-related events (SREs) and symptomatic
skeletal events (SSEs) (Section 8.1.7), progression-free survival (PFS; Section 8.1.8), overall
survival (OS; Section 8.1.9), and overall or objective response rate (ORR; Section 8.1.10).

Final 4.0 79 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

8.1.1 Prostate-specific Antigen (PSA) Response and Progression (mCRPC
only)

For patients in both Part 1 and Part 2 Arm 1, blood for PSA assessment will be collected during
Screening, on Day 1 of Cycles 1 to 5, every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.), at
the EOT/ED Visit and each 12-weekly (+2 weeks) follow-up visits until the defined study end.
Patients who discontinue the study drug for reasons other than disease progression will continue
to have PSA evaluated until disease progression, withdrawal of consent, initiation of new
anticancer therapy, death, or defined study end, whichever comes first. Patients who
discontinue the study drug due to disease progression do not need to provide PSA samples
during the Follow-up Visits. PSA will be used as a blood-based biomarker for tracking and
monitoring the response state during the study for mCRPC.

A PSA response will be considered as a PSA value reduction > 30% from baseline at the end of
Cycles 3 and 6. A PSA response reduction from baseline at any time point will also be assessed

as a secondary objective. This will be censored at the defined end of study.

According to PCWG-3, a sequence of rising PSA values should be obtained at a minimum of
1-week intervals with a starting value of 2.0 ng/mL. PSA PFS is the time from first dose

administration to PSA progression or death. This will also be censored at the defined study end.

8.1.2 Disease Control Rate

Disease control rate is measured by the percentage of patients with a best overall confirmed
response of CR or PR at any time plus SD from first dose administration until disease
progression or death due to any cause or the start of new anticancer therapy. CR, PR plus SD
will be assessed based on RECIST v1.1 (Table 1-1 [Parts 1 and 2]). This will be censored at the
defined study end.

8.1.3 Tumor Imaging Assessment

In this study, the preferred assessment of soft tissue lesions is CT or MRI scans using
RECIST vl1.1 criteria and the preferred assessment method for bone lesions is bone scan using
PCWG-3.

Tumor imaging using RECIST v1.1 and PCWG-3 criteria will be performed within 28 days
prior to enrollment, every 8 weeks (+ 7 days) from the first study dose administration up to Week
26, and every 12 weeks (+ 2 weeks) thereafter until disease progression (as defined by RECIST
v1.1 and PCWG-3 criteria), withdrawal of consent, initiation of new anticancer therapy, death, or
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defined study end. Tumor imaging should ideally be performed during the rest period before the
start of the next treatment cycle.

e Ifa patient permanently discontinues the study drug due to disease progression according to
RECIST vl1.1 criteria, a tumor imaging and disease response assessment is not required.

e Ifa patient permanently discontinues the study drug due to clinical disease progression, a
tumor imaging and disease response assessment does not need to be repeated if completed
< 28 days after the last dose of study drug.

For patients who permanently discontinue study drug for any reason other than confirmed
disease progression, tumor imaging and disease response assessments will continue to be
performed every 12 weeks (+ 2 weeks) after the last dose of the study drug until disease
progression, withdrawal of consent, initiation of new anticancer therapy, the patient is lost to
follow-up, death, or defined study end, whichever comes first.

e Ifapatient meets disease progression during the follow-up period according to RECIST v1.1

criteria, a tumor imaging and disease response assessment is not required.

o Ifapatient meets clinical disease progression during the follow-up period, a tumor imaging
and disease response assessment does not need to be repeated if completed < 28 days after

the date of clinical disease progression.

For patients who permanently discontinue the study drug or the follow-up period due to
withdrawal of consent, the Investigator is to obtain tumor imaging and conduct a disease
assessment at the time of the ED Visit or final Follow-up Visit if the patient agrees. A tumor
imaging and disease response assessment does not need to be repeated if completed < 28 days of
the date of withdrawal of consent.

The same imaging method should be used for a patient throughout the study and images should
be read on site. In Part 2 of the study, images should read on site and also be submitted in digital
format to a Central Imaging Provider as detailed in the Investigator Site Operations Manual.

Baseline scans shall be assessed and any lesions which can be measured in accordance with
RECIST vl1.1 or PCWG-3 (CT or MRI) criteria will be noted as “target lesions”. Target
measurable lesions may either be at the site of irradiation or non-irradiation and the number of
lesions will be capped at 10 lesions (for RECIST v1.1). Patients with identified measurable
target lesions will be assessed for overall response using RECIST v1.1 criteria. In addition to
RECIST vl1.1, all measurable lesions (irradiated and non-irradiated) will be measured and
monitored for change (including new lesions). To identify abscopal responses, all lesions will be
evaluated.
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At a minimum, imaging of the chest, abdomen and pelvis should be performed using consistent
imaging modality (CT or MRI). Any other areas of disease involvement should be additionally
investigated based on the signs and symptoms of individual patients. During the assessments,
subsequent to baseline, any other sites at which new disease is suspected should also be
appropriately imaged.

Bone scans will be used for qualitative evaluation of lesions and quantitative evaluation of new
and/or resolved lesions. Bone scans will be assessed using PCWG-3 criteria.

The RECIST v1.1 and PCWG-3 guidelines for measurable, non-measurable, target and non-

target lesions and the objective tumor response criteria are presented in Section 10.5.

8.1.4 Eastern Cooperative Oncology Group Performance Status Score

Eastern Cooperative Oncology Group Performance Status Score® will be evaluated by the
Investigator at Screening, Day 1 of Cycles 1 to 3, every second cycle thereafter (i.e., Cycles 5, 7,
9, 11 etc.) and the EOT/ED Visit (Table 1-1 [Parts 1 and 2]). The assessment should be
performed by the same Investigator throughout the study, whenever possible.

Table 8-1 Eastern Cooperative Oncology Group Performance Status Score
Grade ECOG Performance Score
0 Fully active, able to carry on all pre-disease performance without restriction.

Restricted in physically strenuous activity but ambulatory and able to carry our work of a light

! or sedentary nature, e.g., light housework, office work.

Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and

2 about more than 50% of waking hours.
Capable of only limited selfcare, confined to a bed or chair more than 50% of waking hours.
4 Completely disabled. Cannot carry out any selfcare. Totally confined to a bed or chair.

Dead

8.1.5 Clinical Outcome Assessment

A Clinical Outcome Assessment is any assessment that may be influenced by human choices,
judgement or motivation and may support either direct or indirect evidence of treatment benefit.
Patient reported outcome is one of these types of Clinical Outcome Assessments.

Patient reported outcome, an umbrella term referring to all outcomes and symptoms, are directly
reported by the patient. Patient reported outcomes have become a significant endpoint when
evaluating effectiveness of treatments in clinical trials.
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Questionnaires are to be completed before any other study assessments performed on the day of

the visit.

The following PRO instruments will be administered for analysis of the PRO endpoints in this

study:

European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire for Cancer Patients (EORTC-QLQ-C30)

The EORTC-QLQ-C30 is a well-established PRO questionnaire developed to monitor
health-related Quality of Life (QoL) outcomes among cancer patients (Section 10.6). The
questionnaire assesses important functioning domains (e.g., physical, emotional, social) and
common cancer symptoms (e.g., fatigue, pain, nausea, vomiting, appetite loss). The
questionnaire will be completed at Screening, on Day 1 of Cycles 3 and 5, followed by every
4 cycles thereafter (e.g., Cycle 9, Cycle 13 etc.), and at the EOT/ED Visit (Table 1-1 [Parts 1
and 2]).

Brief Pain Inventory — Short Form (BPI-SF)

Worst pain, general pain and pain’s interference with daily life will be assessed during the
study drug using the BPI-SF (Section 10.7). The questionnaire will be completed at
Screening, on Day 1 of Cycles 3 and 5, followed by every 4 cycles thereafter (e.g., Cycle 9,
Cycle 13 etc.), and at the EOT/ED Visit (Table 1-1 [Parts 1 and 2]). The BPI-SF comprises a
total of 15 items measuring 2 domains: pain severity and pain interference. Items measuring
pain severity (including ‘worst pain’) are rated on an 11-point numeric rating scale ranging
from 0=No pain to 10=Pain as bad as you can imagine. All BPI-SF items are measured using
a 24-hour recall period.

Functional Assessment of Cancer Therapy — Prostate (FACT-P)

The FACT-P questionnaire is a relevant, worldwide tool used for assessing the health-related
QoL in men with prostate cancer. The FACT-P is a 39-item questionnaire composed of the
FACT-General (FACT-G) original subscales (Physical Well-being, Social/Family Well-being,
Emotional Well-being and Functional Well-being) and a Prostate Cancer Subscale

(Section 10.9). Each item is rated on a 5-point scale ranging from 0 (not at all) to 4 (very
much). A higher score indicates a better QoL. The questionnaire will be completed by
mCRPC patients only at Screening, on Day 1 of Cycles 3 and 5, followed by every 4 cycles
thereafter (e.g., Cycle 9, Cycle 13 etc.), and at the EOT/ED Visit (Table 1-1 [Parts 1 and 2]).

Patient Experience Questionnaire (PEQ)

The Sponsor has developed a questionnaire to evaluate the patient’s experience with the
suppository dosage form (Section 10.8).
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The PEQ will be completed on Day 2 of Cycle 1, Day 1 of Cycle 3 and at the EOT/ED Visit
(Table 1-1 [Parts 1 and 2]).

8.1.6 Morphine Administration and Analgesic Use

The dose and frequency of morphine administration and analgesic use will be assessed at each

on-site study visit based on the patient’s concomitant medication use assessment.

8.1.7 Skeletal-related Events and Symptomatic Skeletal Events Assessment

Skeletal-related events and SSEs will be evaluated based on the patient’s clinical history and
examinations, including but not limited to incidence of fractures and pain. Assessments will be

performed at each on-site study visit.

8.1.8 Progression-free Survival

Progression-free survival is defined as the duration of time from first dose administration to date
of disease progression is objectively documented prior to data cut off. Patients alive and
progression-free at the time of data cut-off will be censored at the date last known alive.
Progression-free survival will be assessed every 8 weeks (£ 7 days) from the first dose
administration up to Week 26, and every 12 weeks (+ 2 weeks) thereafter until disease
progression according to RECIST v1.1 criteria. This will be censored at the defined study end if

still alive at that time point.

8.1.9 Overall Survival

Overall survival is defined as time from the date of first dose administration to date of death due
to any cause. Patients alive at the time of data cut-off will be censored at date last known alive.
If alive at the defined study end, it will be censored at that time point.

8.1.10 Overall or Objective Response Rate

Response rate is defined as the proportion of patients who have confirmed CR or PR by objective
disease progression RECIST v1.1, as assessed by the Investigator/local radiologist. Overall or
ORR will be assessed every 8 weeks (= 7 days) from the first dose administration up to Week 26,
and every 12 weeks ( 2 weeks) thereafter until disease progression.

Complete response is defined when all target lesions present at baseline have disappeared (with
the exception of lymph nodes which must be < 10 mm to be considered nonpathological) and no
new lesions have developed since baseline. A visit response of PR is defined when the sum of
diameters of the target lesions has decreased by 30% or more compared to baseline (with no
evidence of progression). This will be censored at the defined study end.
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8.2 Safety Assessments
8.2.1 Administrative Procedures

8.2.1.1 Informed Consent

Informed consent must be documented according to Section 10.1.3.

8.2.1.2 Participant Identification Card

All patients will be given a patient identification card identifying them as participants in a
research study. The card will contain study site contact information (including direct telephone
numbers) to be used in the event of an emergency. The Investigator or qualified designee will
provide the patient with a patient identification card immediately after the patient provides
written informed consent.

The patient identification card also contains contact information so that a healthcare provider can
obtain information about study drug in emergency situations where the Investigator is not
available. At the time of enrollment/study drug allocation, site personnel will add the study drug
dosage to the patient identification card.

8.2.2 Screening and Eligibility Assessments
8.2.2.1 Eligibility Criteria

All inclusion and exclusion criteria (Section 5.1 and Section 5.2) will be reviewed by the
Investigator or designee to ensure that the patient qualifies for the study. Review of eligibility
criteria will be done at Screening and at the Day -1 visit.

8.2.2.2 Participant Demographics and Baseline Characteristics

Demographic data will be collected including age (at the day of Screening), gender, race,
ethnicity and baseline characteristics (e.g., tobacco and smoking history, alcohol consumption
history) as allowed by the local regulations.

8.2.2.3 Medical History

A medical history will be obtained by the Investigator or qualified designee at Screening. The
medical history will collect all active and chronic conditions from each patient. Gleason score
will be collected as part of the medical history for patients with mCRPC only. Details regarding
the disease for which the patient has enrolled in this study will be recorded separately and not
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listed as medical history. If the patient has data available from any historical genetic assays
conducted to identify genetic variations, this will also be collected (all patients).

8.2.2.4 Prior and Concomitant Medications Review

The Investigator or qualified designee will review prior medication use and record prior

medications taken by the patient within 30 days prior to the Screening Visit.

The Investigator or qualified designee will record medication, if any, taken by the patient during
the study through the last visit. Concomitant medications will be recorded for 30 days after the
last dose of study drug (or longer if related to an SAE).

8.2.2.4.1 Permitted Medications

Analgesic agents, ADT, bisphosphonates and denosumab are allowed to be used during the
study. The Investigator or qualified designee will review the use of analgesic agents taken by the
patient as part of the concomitant medications review (see SoA [Table 1-1 (Parts 1 and 2)]).

Anti-microbial agents to control infections (e.g., urinary tract infection) are allowed as per SOC
guidelines.

Topical hydrocortisone-containing hemorrhoid cream/ointment and/or cutaneous cream is
allowed for the treatment of a perineal and/or anal rash and can be administered straight after

study drug administration, and as frequently as required as per institution.

The use of a small amount of water-soluble lubricant is advised before rectal administration. No
oil- or wax-based lubricants should be used during rectal administration.

8.2.2.4.2 Prohibited Medication

The following medications and therapies are not allowed during the study:

e Any concomitant chemotherapy.
e Oral or parenteral glucocorticoids and herbs known to alter PSA levels.
e Other investigational agents.

¢ Inducers (phenobarbital) and inhibitors (valproic acid, probenecid, atazanavir, gemfibrozil,
indinavir) of phase 2 drug metabolizing enzymes are prohibited within 14 days prior to first
dose of NOX66 and the rest of the study.

Final 4.0 86 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

e Based on in vitro data, idronoxil may inhibit the activity of cytochrome P450 (CYP) 2C8,
CYP2C9, CYP2C19 and CYP3A4 enzymes in human microsomes in a range of 0.457 to
3000 uM and concomitant medication that is metabolized by these enzymes should be used
with caution.

e The use of inhibitors of uridine 5'-diphospho-glucuronosyltransferase (UGT) enzymes should
be avoided.

e Soya contains a high proportion of isoflavones which may interfere with the bioanalytical
assay used for detection of idronoxil (active substance), itself an isoflavone derivative, in
plasma and urine samples, thus within 2 days prior to NOX66 administration and for the
entire duration of the first cycle of the study, patients must be on a soya free diet. The
following types of foods are prohibited: edamame, meat alternatives, miso, soymilk, soy
nuts, soy sauce (tamari, shoyu and teriyaki), tempeh, and textured soy protein. Trace or very
small amounts of soy in foods are permitted.

8.2.2.5 Calibration of Equipment

The Investigator (or qualified designee) is responsible for ensuring that any device or instrument
used for a clinical evaluation/test during the study that provides information about eligibility
criteria and/or safety or efficacy parameters is suitably calibrated and/or maintained to ensure
that the data obtained are reliable and/or reproducible. Documentation of equipment calibration
must be retained as source documentation at the study site.

8.2.3 Dose-limiting Toxicity

See Section 7.1.2.2 for details.

8.2.4 Physical Examinations

A complete physical examination will be performed at Screening. A symptom-directed physical
examination will be performed prior to the first dose of study drug in Cycles 1 to 3, and every
second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.; or within 3 days before Day 1 of the cycle)
and at the EOT/ED Visit. Physical examinations will include, at a minimum, assessments of the
head, eyes, ears and throat and the respiratory, cardiovascular, gastrointestinal, urogenital,
musculoskeletal, neurological, dermatological, hematologic/lymphatic, endocrine systems and
perineal and anal region. Physical examinations need to include the assessment of the perineal
and anal region. Height will be recorded at Screening only. Weight will be measured at
Screening, Cycles 2 and 5 and every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.).
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Abbreviated physical examinations may be conducted as needed and will focus on new

symptoms and will include examination of relevant systems as identified by the Investigator.

Investigators should pay special attention to clinical signs related to previous serious illnesses.

8.2.5 Vital Signs

Vital signs will be assessed as specified in the SoA (Table 1-1 [Parts 1 and 2]).

Oral or tympanic (both are acceptable) temperature, pulse, respiratory rate and blood pressure
(BP) will be assessed at Screening and during Cycle 1 at the following timepoints: predose and at
1 and 4 hours postdose on Days 1, 6 and 14. Vital signs will be measured predose on Day 1 of
Cycles 1 to 3, every second cycle thereafter (i.e., Cycles 5, 7, 9, 11 etc.) and at the EOT/ED
Visit.

Blood pressure and pulse measurements will be assessed supine with a completely automated
device. Manual techniques will be used only if an automated device is not available or to
confirm automated readings, as needed.

Blood pressure and pulse measurements should be preceded by at least 5 minutes of rest for the
patient in a quiet setting without distractions (e.g., television, cell phones).

Vital signs (to be taken before blood collection for laboratory tests) will consist of one pulse and

one BP measurement (after the patient has been supine for 5 minutes).

8.2.6 Electrocardiograms

Triplicate 12-lead ECGs will be obtained in Parts 1 and 2 as outlined in the SoA (Table 1-1
[Parts 1 and 2]) using an ECG machine that automatically calculates the heart rate and measures
PR, QRS, QT and QTc intervals.

For all patients in Part 1 and the first 10 patients in each tumor type for Part 2 who will undergo
PK sampling, a series of ECGs (in triplicate, within 1 to 2 minutes apart) will be collected at
Screening, and at the following timepoints (Table 1-2):

e CycleI:

o Days 1, 6 and 14: predose (within 30 minutes prior to dosing to allow for sitting BP if
needed) and at 1, 2, 3, 4 and 6 hours postdose (+ 15 minutes). Additionally, for Part 1
only, ECGs will also be taken on Day 1 at 8 and 12 hours postdose (+ 15 minutes).

o Day 2: predose.
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e Cycle 2 Day 1: Predose (within 30 minutes prior to dosing to allow for sitting BP if needed)
and at 1 hour postdose (+ 15 minutes).

e Cycle 3 Day 1: Predose (within 30 minutes prior to dosing to allow for sitting BP if needed)
and at 1 hour postdose (+ 15 minutes).

For patients in Part 2 who will not undergo PK sampling, a series of ECGs (in triplicate, within 1
to 2 minutes apart) will be collected at Screening, and a single ECG predose (within 30 minutes
prior to dosing to allow for sitting BP if needed) will be collected on Day 1 of Cycles 1 to 3.

Electrocardiograms will be taken predose (within 30 minutes prior to dosing to allow for sitting
blood pressure if needed) for all patients in both study parts on Day 1 of every second cycle
thereafter (i.e., Cycles 5, 7, 9, 11 etc.) and at the EOT/ED Visit. Electrocardiograms will be
obtained after 5 minutes of rest in the supine position.

Twelve-lead ECGs will be obtained after the patient has been resting supine for at least
5 minutes prior to the times indicated in the SoA. All ECGs should be recorded with the patient
in the same physical position.

At each time point at which triplicate ECG recordings are required, three individual ECG
tracings should be obtained as closely as possible in succession, within 1 to 2 minutes apart. The

full set of triplicates should be completed in less than 4 minutes.

8.2.7 Clinical Safety Laboratory Assessments

Refer to Section 10.2 for the list of clinical safety laboratory tests to be performed and to the

SoA (Table 1-1 [Parts 1 and 2]) for the timing and frequency. Clinical laboratory assessments
will be done at Screening, Cycle 1 on Day 1 (or within 3 days before the first dose administration
on Day 1), Days 6 and 14 (within 1 day before dose administration on each of Days 6 and 14), on
Day 1 (or within 3 days of Day 1) of Cycles 2 and 3, every second cycle thereafter

(i.e., Cycles 5, 7,9, 11 etc.) and at the EOT/ED Visit.

The Investigator must review the laboratory report, document this review and record any
clinically relevant changes occurring during the study in the AE section of the eCRF. The
laboratory reports must be filed with the source documents. Clinically relevant abnormal
laboratory findings are those which are not associated with the underlying disease, unless judged
by the Investigator to be more severe than expected for the patient’s condition.

All laboratory tests with values considered clinically abnormal during the study treatment period
or within 30 days after the last dose of study drug should be repeated until the values return to
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normal or baseline or are no longer considered clinically significant by the Investigator or
Medical Monitor.

e If such values do not return to normal/baseline within a period of time judged reasonable by
the Investigator, the etiology should be identified, where possible, and the Sponsor notified.

e All protocol-required laboratory assessments, as defined in Section 10.2 must be conducted
in accordance with the laboratory manual and the SoA.

e [flaboratory values from laboratory assessments not specified in the protocol and performed
at the institution’s local laboratory result in the need for a change in patient management or
are considered clinically relevant by the Investigator (e.g., are considered to be an SAE or an

AE or require dose modification), then the results must be recorded in the eCRF.
8.2.8 Radiotherapy Treatment Interruptions
The frequency of radiotherapy treatment interruptions will be assessed by calculating the number
of days of treatment interruptions over the study.
8.3 Adverse Events and Serious Adverse Events

The definitions of AEs and SAEs can be found in Section 10.3.

Adverse events will be reported by the patient (or, when appropriate, by a caregiver, surrogate,

or the patient’s legally authorized representative).

The Investigator and any qualified designees are responsible for detecting, documenting and
reporting events that meet the definition of an AE or SAE and remain responsible for following
up AE that are serious, considered related to the study drug or the study, or that caused the
patient to discontinue the study drug or the study (see Section 7).

Adverse event questioning will include specific questions regarding symptoms of COVID-19:
fever, cough, dry throat, difficulty breathing and potential exposure in the past 2 weeks.

Confirmed and suspected SARS-CoV-2 infection and COVID-19 will be recorded in the AE
fields.

8.3.1 Time Period and Frequency for Collecting AE and SAE Information

All AEs and SAEs will be collected from the signing of the ICF until 30 days after the last dose
of study drug at the time points specified in the SoA (Table 1-1 [Parts 1 and 2]). Follow-up of
AEs/SAEs after the last dose of study drug will be done by phone call.
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Medical occurrences that begin before the first dose administration but after obtaining informed
consent will be recorded on the Medical History/Current Medical Conditions section of the
eCRF not the AE section.

All SAEs will be recorded and reported to the Sponsor or designee within 24 hours, as indicated
in Section 10.3. The Investigator will submit any updated SAE data to the Sponsor within
24 hours of it being available.

Investigators are not obliged to actively seek AEs or SAEs after the conclusion of study
participation. However, if the Investigator learns of any SAE, including a death, at any time
after a patient has been discharged from the study, and he/she considers the event to be
reasonably related to the study drug or study participation, the Investigator must promptly notify
the Sponsor.

8.3.2 Method of Detecting AEs and SAEs

The method of recording, evaluating and assessing causality of AEs and SAEs and the
procedures for completing and transmitting SAE reports are provided in Section 10.3.

The severity of AEs will be classified into Grade 1 through 5 using the NCI-CTCAE v5.0. For
details, refer to Section 10.3.3.

Care will be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended and
non-leading verbal questioning of the patient is the preferred method to inquire about
AE occurrence.

8.3.3 Follow-up of AEs and SAEs

After the initial AE/SAE report, the Investigator is required to proactively follow each patient at
subsequent visits/contacts. All SAEs will be followed until resolution, stabilization, until the
event is otherwise explained, or the patient is lost to follow-up (as defined in Section 7.3).
Further information on follow-up procedures is given in Section 10.3.

8.3.4 Regulatory Reporting Requirements for SAE

Prompt notification (within 24 hours, see Section 10.3) by the Investigator to the Sponsor of an
SAE is essential so that legal obligations and ethical responsibilities towards the safety of
patients and the safety of a study drug under clinical investigation are met.

The Sponsor and CRO have a legal responsibility to notify both the local regulatory authority
and other regulatory agencies about the safety of a study drug under clinical investigation. The
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Sponsor will comply with country-specific regulatory requirements relating to safety reporting to
the regulatory authority, Institutional Review Board (IRB)/Independent Ethics Committee (IEC),
and Investigators.

For all studies except those utilizing medical devices, Investigator safety reports must be
prepared for suspected unexpected serious adverse reactions (SUSAR) according to local
regulatory requirements and Sponsor policy and forwarded to Investigators as necessary.

An Investigator who receives an Investigator safety report describing an SAE or other specific
safety information (e.g., summary or listing of SAE) from the Sponsor will file it along with the
IB and will notify the IRB/IEC, if appropriate according to local requirements.

8.3.5 Pregnancy

If a female patient or a female partner of a male study patient who has been exposed to the study
drug becomes pregnant, the pregnancy and outcome of pregnancy should be monitored. If a
pregnancy in a female patient or a female partner of a male patient is reported, the Investigator
should inform the Sponsor within 24 hours of learning of the pregnancy and should follow the
procedures outlined in Section 10.4.

Pregnancy of the female patient or of the male patient’s female partner alone is not regarded as
an AE unless there is a suspicion that the study drug may have interfered with the effectiveness
of a contraceptive medication. Details of all pregnancies in female patients or female partners of
male patients will be collected after the first dose administration and until 3 months after the last
dose of NOX66. Information on the pregnancy of a female patient or of the male patient’s
female partner must be obtained directly from the female patient or the male patient’s female
partner. Therefore, prior to obtaining information on the pregnancy, the Investigator must obtain
the consent of the female patient or the male patient’s female partner.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth, congenital
anomalies, ectopic pregnancy) are considered to be SAEs.

Elective abortions without complications should not be handled as AEs, unless they were
therapeutic abortions. Hospitalization for normal delivery of a healthy newborn should not be
considered a SAE.

8.3.6 Cardiovascular and Death Events

Not applicable.
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8.3.7 Disease-Related Events and/or Disease-Related Outcomes Not
Qualifying as AEs or SAEs

Not applicable.

8.3.8 Adverse Events of Special Interest

Not applicable.

8.4 Treatment of Overdose

For this study, any dose of NOX66 greater than 2400 mg within a 24-hour time period will be
considered an overdose. If a patient takes more doses than the assigned doses within a 24-hour

time period, this will also be considered an overdose.
The Sponsor does not recommend specific treatment for an overdose.
In the event of an overdose, the Investigator should:

1. Contact the Medical Monitor immediately.

2. Closely monitor the patient for AE/SAE and laboratory abnormalities until resolved or for up

to 30 days (whichever occurs first).

3. Document the quantity of the excess dose as well as the duration of the overdosing in the
eCRF.

Decisions regarding whether the patient can continue the study will be made by the Investigator
in consultation with the Medical Monitor based on the clinical evaluation of the patient.

8.5 Pharmacokinetics

In Parts 1 and 2, blood samples of approximately 4 mL each will be collected for measurement
of plasma concentrations of idronoxil, and selected metabolites as specified in the SOA

(Table 1-1 [Parts 1 and 2]). For Part 2, PK sampling will only occur for the first 10 patients
enrolled in each tumor group (mCRPC, BC and NSCLC). A maximum of 31 samples will be
collected at various time points during the study (see Table 1-3 for detailed sampling schedule)
from each patient. Instructions for the collection and handling of PK samples will be provided in
the laboratory manual. The actual date and time (24-hour clock time) of each sample will be
recorded in the eCRF. If a bowel movement occurs during the collection period, the time of each
bowel movement should be recorded, and the blood sample collections should continue as
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planned. Plasma will be analyzed for the quantification of idronoxil and selected metabolites
using a validated high-performance liquid chromatography and mass spectrometry methodology.

Each plasma sample will be divided into 3 aliquots (1 each for PK, other analyses, and a
back-up) and stored according to the instructions in the Laboratory Manual. Samples collected
for analyses of idronoxil plasma concentration may also be used to evaluate safety or efficacy
aspects that address concerns arising during or after the study. Pharmacokinetic parameters of
idronoxil and selected metabolites will be determined by non-compartmental analysis.

Pharmacokinetic sample analysis will be performed at a designated central laboratory.

Any changes in the timing or addition of time points for any planned study assessments must be
documented and approved by the relevant study team member and then archived in the Sponsor
and site study files.

8.6 Pharmacodynamics

Please refer to Section 8.8 Biomarkers.

8.7 Genetics

The study will collect data from any available historical genetic assays conducted to identify

genetic variations as part of the patients’ medical history.

8.8 Biomarkers

Changes from baseline in the lipidomic profile, plasma levels of cytokines, chemokines (all sites)
and circulatory tumor deoxyribonucleic acid (ctDNA; for all patients at pre-selected sites that
have peripheral blood mononuclear cell isolation capabilities in Australia and the US only) will
be assessed (Parts 1 and 2). These sample analyses will be performed at a designated central
laboratory. In addition, lipidomic profiling, capturing over 300 lipid species, will be determined
by liquid chromatography-tandem mass spectrometry on the plasma samples collected from the
study patients. Samples for ctDNA analysis will not be collected from patients at sites in
countries where this is not permitted by the regulatory authorities.

Blood samples of approximately 4 mL each will be collected for measurement of plasma
cytokine, chemokine and lipid concentrations and approximately 10 mL each for ctDNA analysis
as specified in Table 1-4.

Sampling for biomarker analysis will be performed at:

e Screening or Cycle 1 on Days 1 and 15
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e Prior to Cycle 3 Day 1: This sample should be collected after the patient has completed
7 days of NOX66 treatment in Cycle 2, but before Day 1 of Cycle 3.

e EOT/ED Visit.

Instructions for the collection and handling of biological samples will be provided in the
laboratory manual. The actual date and time (24-hour clock time) of each sample will be
recorded.

Each plasma sample will be divided into 3 aliquots (1 each for PD, other analyses, and a
back-up) and stored according to the instructions in the Laboratory Manual.

Samples may be stored for a maximum of 15 years (or according to local regulations) following
the last patient’s last visit for the study at a facility selected by the Sponsor to enable further
analysis of biomarker responses to NOX66.

If there is any remaining plasma from these samples, the Sponsor may perform additional
analyses for relevant biomarkers in the future. Taking part in this future research is optional.
Patients will be asked to consent to their samples being used for this optional future research.

8.9 Archival and Fresh Tissue Biopsy

Patients will be asked whether they are willing to provide both archival and fresh tissue biopsy
samples OR only fresh tissue biopsy if they do not have archival tissue samples. Available

archival tissue samples will only be requested if a fresh tissue biopsy is collected after Cycle 3.
Provision of a fresh biopsy sample and/or an archival tissue sample is optional. See Table 1-5.

8.10 Immunogenicity Assessments

Immunoassays will not be performed during this study.

8.11 Health Economics or Medical Resource Utilization and Health
Economics

Health Economics/Medical Resource Utilization and Health Economics parameters are not
evaluated in this study.

9 Statistical Considerations

9.1 Statistical Hypotheses

There will be no formal statistical hypotheses tested in this study. All analyses will be
descriptive.
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9.2 Sample Size Determination

The primary objective of this study is to characterize the safety and tolerability of NOX66 and
thereby inform the RP2D of NOX66 for future clinical studies in patients with mCRPC and other
solid tumors. Hence, for Part 1 and Part 2 the number of patients has been chosen with the aim
to obtain adequate safety, tolerability, PK, and PD profile data while exposing as few patients as
possible to the study treatments and procedures.

The sample sizes selected for this study are as follows:

e Part 1 (Dose Escalation): Up to 30 patients will be enrolled in Part 1, in cohorts of 3 to
6 patients (Dose Cohort 1) or 3 to 8 patients (Dose Cohorts 2 to 4) at each specified dose.

e Part 2 (Dose Expansion): Up to a total of 40 patients will be recruited into Part 2, dose
expansion part of this study. Arm 1 will enroll 25 mCRPC patients. Arm 2 is an exploratory
arm to assess the preliminary effectiveness of the combination of NOX66 at the RP2D with
ERBT in other solid tumors other than mCRPC. Up to a total of 15 patients are to be enrolled
into Arm 2, comprising a mix of BC and NSCLC patients. For Part 2 of this study, once 25
mCRPC patients have been enrolled into Arm 1, all additional recruitment into Arm 2 will
also stop. The sample sizes for Part 2 were selected to provide sufficient observations for the
estimation of endpoints and to assess any signal of efficacy following NOX66 and EBRT
treatment.

9.3 Populations for Analyses

For purposes of analysis, the following analysis sets are defined:

Table 9-1 Populations for Analysis
Population (Analysis Set) Description
Full Analysis Set (FAS) The FAS comprises all patients who received at least one dose of
study drug.
Safety Analysis Set The Safety Analysis Set consists of all patients who received at

least one dose of study drug. In this study, the Safety Analysis
Set will be the same as the FAS.

This analysis set will be the primary analysis set for all safety
endpoints.

Per Protocol Set (PPS) The PPS consists of all patients in the FAS with > 80% treatment
compliance and without major protocol deviations.

PK Analysis Set The PK analysis set consists of all patients in the Safety Analysis
Set and who have at least one idronoxil or metabolite plasma
concentration value.
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Population (Analysis Set) Description
Biomarker Analysis Set The Biomarker Analysis Set consists of all patients in the Safety

Analysis Set and who have at least one plasma biomarker
concentration value.

Separate summaries may be provided for patients participating in Parts 1 and 2.

9.4 Statistical Analyses

The statistical analysis plan (SAP) will be developed and finalized prior to database lock. Below
is a description of planned statistical analyses. Further details are presented in the SAP.

9.4.1 General Considerations

The main aims of the study are to assess the safety, tolerability, efficacy, PK and PD profiles of
idronoxil (and selected metabolites) and EBRT in combination with NOX66 in patients with
prostate cancer and other solid tumors.

Concomitant medications, treatment exposure and study drug compliance will be summarized by
dose cohort for Part 1 and by treatment arm for Part 2. All summaries will be based on the
Safety Analysis Set.

Continuous data will be summarized using the number of patients (n), mean, standard deviation,
median, 25" and 75" percentiles, minimum and maximum. Categorical data will be summarized

using frequency tabulations (number and percentage of patients).

Unless specified, no formal statistical hypothesis testing will be conducted and all analyses will
be descriptive. Two-sided 95% confidence intervals (Cls) will be presented alongside all point
estimates to access precision.

Baseline will be defined as the last measurement obtained prior to the first administration of
NOX66.

All statistical analysis will be performed using Statistical Analysis Software (SAS®) Version 9.3
or higher.

9.4.2 Participant Disposition

The disposition of all patients who sign an ICF will be provided. The number of patients
screened, enrolled, who received study drug, completed and discontinued will be summarized as
well as the reason(s) for screening failure and all post-enrollment study or study drug
discontinuations.
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9.4.3 Participant Demographics and Baseline Characteristics

Participant demographics and baseline characteristics will be summarized separately for each
study part using appropriate descriptive statistics. Demographics and baseline characteristics
will be summarized for Part 1 by dose cohort and will be based on the Full Analysis Set (FAS).
For Part 2, demographics and baseline characteristics will be summarized by treatment arm and
will be based on the FAS.

Relevant medical history will be summarized in the same manner as described above.

9.4.4 Concomitant Medications

Concomitant medications will be summarized separately for each study part. All concomitant
medications will be recorded in the eCRF and will be coded based on World Health Organization
drug dictionary latest version. Descriptive summaries will be provided by coded term.

9.4.5 Treatment Exposure and Study Drug Compliance

Extent of exposure to NOX66 will include the following variables:

e Total treatment duration (in weeks) = (date of last treatment — date of first treatment + 1)/7.

e Relative Dose Intensity = 100 * (number of suppositories received/planned number of

suppositories for duration of treatment).

A record of the number of NOX66 suppositories dispensed to and taken by each patient will be
documented. The proportion of suppositories taken will be calculated and patients will be
deemed compliant if this proportion is > 80%.

For EBRT, the date and time of each dose administered will be listed. The site coordinator will
confirm this information with the radiologist administering the EBRT and the date of
administration will be added to the electronic data capture (EDC) system.

9.4.6 Primary Endpoint(s)
9.4.6.1 Part1 (Dose Escalation): Recommended Phase 2 Dose

The primary endpoint for Part 1 (dose escalation) is the number of DLTs, which will be used to
estimate the MTD and select the RP2D. This will be determined by the dose level at which no
more than 1 patient out of 6 patients experiences a DLT during Cycle 1.

Final 4.0 98 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

For assessment of DLTs, toxicities will be coded using the Medical Dictionary for Regulatory
Activities (MedDRA) v22.0 or higher and graded according to NCI-CTCAE v5.0. See
Section 7.1.2.2 for details on DLT criteria.

The number of DLTs experienced by a patient will be summarized by DLT type for each dose
cohort and DLT events will be listed by patient. The listing will include the description, severity
and relationship of the events to study drug.

9.4.6.2 Part 2 (Dose Expansion)

The primary endpoint for Part 2 (dose expansion) are:

e Arm 1 (mCRPC): The proportion of patients who achieve > 30% reduction in PSA from
baseline at the end of Cycles 3 and 6.

For patients with mCRPC, plasma levels of PSA will be collected on Day 1 of Cycles 1 to 5,
every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.), at the EOT/ED Visit and at 12-weekly
(2 weeks) Follow-up Visits for all patients including those that discontinued for any reason
other than disease progression, until the defined study end. The number and proportions of
patients with a > 30% reduction in PSA levels from baseline to the end of Cycles 3 and 6
(primary endpoint) and change from baseline at any time point (secondary endpoint) will be

presented for Treatment Arm 1 along with the corresponding exact 95% CI (Clopper-Pearson).

9.4.7 Secondary Endpoint(s)
9.4.7.1 Safety of NOX66 and Both Doses of EBRT

Safety profiles will be summarized by NOX66 dose cohort and separately by EBRT dose cohort
(Part 1) or treatment arm and separately by EBRT dose cohort (Part 2) and will be based on the
Safety Analysis Set.

Adverse events will be coded using the MedDRA v22.0 or higher and will be graded according
to the NCI-CTCAE v5.0. Treatment-emergent AEs are defined as those AEs that either start or
worsen in severity on or after the date of first administration of study drug and on or before

30 days after the last dose of study drug.

Treatment-emergent AEs will be summarized by severity grade and relationship to study drug.
Serious AEs, serious TEAEs and TEAEs leading to discontinuation of study drug or to death will
be presented.
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Changes in clinical laboratory values, vital signs, ECGs and physical examinations will be
summarized over time.

9.4.7.2 Efficacy of NOX66

The following efficacy analysis will be conducted for the patients enrolled to Part 1 and Part 2 of
the study. All analyses are based on the FAS. Results will be summarized by dose cohort
(Part 1) or treatment arm (Part 2).

For patients with mCRPC, the change in PSA from baseline will be summarized by dose cohort
(Part 1) or treatment arm (Part 2, Arm 1) assessed using samples collected on Day 1 of Cycles 1
to 5, every second cycle thereafter (i.e., Cycles 7, 9, 11 etc.), at 12-weekly (£2 weeks) follow-up
visit until defined study end for all patients including those that discontinued for any reason other
than disease progression. A PSA response will be considered as a PSA value reduction > 30%
from baseline at the end of Cycles 3 and 6. A PSA reduction from baseline at any time point will
also be assessed as a secondary objective. This will be censored at the defined study end.

Overall response rate, defined as the percentage of patients with CR and PR, will be assessed
based on change from baseline imaging (RECIST v1.1 and PCWG-3 criteria for measurable or
evaluable lesions). The number and proportion of responders (CR and PR) will be presented
along with the exact 95% CI (Clopper-Pearson) for the time points after Day 1. Patients are
allowed to continue study treatment until disease progression, unacceptable toxicity, withdrawal
of consent, start of a new anticancer therapy, withdrawal of the patient by the Investigator or
defined study end. Tumor imaging assessment will be continued as scheduled for the patients
who are discontinued from the study for reasons other than disease progression (see

Section 8.1.3). The best overall response (CR, PR, SD or progression) will be summarized.

The change in ECOG from baseline will be summarized by dose cohort (Part 1) or treatment arm
(Part 2) over time. The change in pain severity and pain interference with daily activities from
baseline will be summarized by dose cohort (Part 1) or treatment arm (Part 2) over time. The
number and proportion of patients with a pain response (> 2-point reduction in pain severity and
no additional opioid use) will be summarized over time along with the exact 95% Cls
(Clopper-Pearson). The time to morphine administration and/or use of analgesics together with
change from baseline assessment will be calculated and summarized by dose cohort (Part 1) and
treatment arm (Part 2). The number and proportion of patients with SREs and/or SSEs will be
summarized at each time point and presented along with the exact 95% CI (Clopper-Pearson).

Final 4.0 100 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

Quality of Life analyses will be performed for the Safety Analysis Set. Scale measures from the
EORTC-QLQ-C30, BPI-SF, PEQ, and FACT-P (mCRPC patients only) will be summarized for
all patients by dose at each on-site visit as well as the change from baseline to each on-site visit.

Survival functions will be computed for OS, PFS and PSA reduction/progression (for Part 2,
Arm 1 only) using the Kaplan-Meier method. Estimates of median survival times will be
presented by dose cohort (Part 1) or treatment arm (Part 2) along with 2-sided 95% Cls. The 25%
and 75" percentiles and the range (minimum, maximum) will be presented as well. This will be
censored at the defined study end.

Duration of response is defined as the time from the first documented overall response of CR, PR
or SD to the first documented overall response of progressive disease. This will be estimated
using the Kaplan-Meier method. Estimates of median survival times will be presented along
with the two-sided 95% CI. The 25™ and 75" percentiles and range (minimum, maximum) will
also be presented. This will be censored at the defined study end.

The effect of NOX66 on DCR as an Exploratory endpoint will be assessed based on the
percentage of patients with the best overall response of CR or PR at any time plus SD from first
dose administration until disease progression, death due to any cause or the start of new
anticancer therapy, respectively. This will be censored at the defined study end. RECIST v1.1
criteria will be applied to assess CR, PR and SD. Disease control rate will be presented for Part
2, Treatment Arm 2 along with the corresponding exact 95% CI (Clopper-Pearson). Tumor
imaging and disease response assessments will be performed at 12-weekly (£2 weeks) follow-up
visit after the last dose of study drug until disease progression, withdrawal of consent, initiation
of new anticancer therapy, the patient is lost to follow-up, death, or until the defined study end,
whichever comes first. DCR will be censored at the defined study end.

9.4.7.3 Pharmacokinetic Evaluation

Plasma samples will be assayed for idronoxil and up to 7 selected metabolites by validated
LC-MS/MS. Individual plasma concentration-time data and plasma PK parameters will be
summarized using descriptive statistics by treatment day and sampling time for idronoxil and the
7 detectable metabolites (GIS/SIG, IG, GI, IS, SI, SIS, and GIG). Plasma PK parameters will be
determined by noncompartmental analysis for idronoxil and selected metabolites (SI, IS, GI, IG,
SIG/GIS, GIG, SIS) and will be summarized by dose and treatment day.

The following PK parameters will be estimated for idronoxil and the selected metabolites
following the morning dose on Days 1, 6 and 14 of Cycle 1, as data permit: Cmax, Cmin (predose),
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Tmax, AUC(0-t), AUC(0-6), AUC(0-12), AUC0-in) and ti,. Details of the analyses will be included in
the SAP.

Dose proportionality will be assessed using the power model for Ciax, AUC 0-t), AUC(0-inf),
AUC(0-6), and AUC(o-12) on Days 1, 6 and 14 of Cycle 1 for the parent compound.

If data permits, accumulation ratios will be calculated for parent compound and selected
metabolites for Cmax, Cmin, AUC(0-t), AUC0-inf), AUC(0-6), and AUCo-12) for Days 6 and 14 of
Cycle 1 (e.g., Day 14/Day 1 and Day 6/Day 1) and Day 8 of Cycles 2 and 3.

The metabolite to parent ratios will be calculated (as data permit) for Days 1, 6 and 14 of
Cycle 1, for AUCo-t), AUC0-inf), AUC(0-6), and AUC(o-12) and for single time points on Day 1 of
Cycles 2 and 3.

Concentration and PK parameter data will be listed, summarized and plotted. Details of these
analyses will be included in the SAP.

There are no formal PK parameters for concentration data from Cycles 2 and 3 because these are
single time points. However, metabolite to parent ratios will be explored.

Exploratory analyses of the relationship between plasma concentrations of parent drug and
selected metabolites and/or PK parameters and AEs or PD biomarkers may be assessed by
graphical methods and special summary tables. Exposure-response relationship may also be
explored.

9.4.7.4 Pharmacodynamic Biomarker Analysis

Plasma levels of cytokines and chemokines will be evaluated as part of the PD analysis. Using
the plasma samples, analysis will be performed for ctDNA and lipidomic profiling.

Absolute and change from baseline results of biomarker analysis will be summarized
descriptively and also presented on a plot.

9.5 Interim Analyses

No formal interim analyses are planned.

9.6 Data Monitoring Committee (DMC)

A DMC will not be appointed. Patient safety and scientific integrity of the study will be
monitored by the SSC.
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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

e This study will be conducted in accordance with the protocol and with:

o Consensus ethical principles derived from international guidelines including the
Declaration of Helsinki and Council for International Organizations of Medical Sciences
International Ethical Guidelines.

o Applicable International Conference for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use (ICH) Good Clinical Practice (GCP) Guidelines.

o Applicable laws and regulations.

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

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

hazard to study participants.
e The Investigator will be responsible for the following:

o 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/EC.

o Notifying the IRB/IEC of SAE or other significant safety findings as required by
IRB/IEC procedures.

o Overall conduct of the study at the site and adherence to requirements of 21 CFR, ICH
GCP guidelines, the IRB/IEC, European regulation 536/2014 for clinical studies (if
applicable), and all other applicable local regulations.

10.1.2 Financial Disclosure

Investigators and sub-Investigators will provide the Sponsor with sufficient, accurate financial
information in accordance with local regulations 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.
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10.1.3 Informed Consent Process

The Investigator or his/her representative will explain the nature of the study to the patient or
his/her legally authorized representative and answer all questions regarding the study.

Patients must be informed that their participation is voluntary. Patients will be required to sign a
statement of informed consent that meets the requirements of 21 CFR 50, local regulations, ICH

guidelines, Health Insurance Portability and Accountability Act requirements, where applicable,

and the IRB/IEC or study center.

The medical record must include a statement that written informed consent was obtained before
the patient 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.

Patients must be re-consented to the most current version of the ICF(s) during their participation
in the study.

A copy of the ICF(s) must be provided to the patient.
Patients who are rescreened are required to sign a new ICF.

If a protocol amendment is required, the ICF may need to be revised to reflect the changes to the
protocol. If the ICF is revised, it must be reviewed and approved by the appropriate IEC/IRB
and signed by all patients subsequently enrolled in the study as well as those currently enrolled in
the study.

10.1.4 Data Protection

Patients will be assigned a unique identifier by the Sponsor. Any patient records or datasets that
are transferred to the Sponsor will contain the identifier only; patient names or any information
which would make the patient identifiable will not be transferred.

The patient must be informed that his personal study-related data will be used by the Sponsor in
accordance with local data protection law. The level of disclosure must also be explained to the
patient who will be required to give consent for their data to be used as described in the informed
consent.

The patient must be informed that his 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.
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10.1.5 Committees Structure

An SSC will be responsible for reviewing all safety data (see Section 7.1.2.1).

10.1.6 Dissemination of Clinical Study Data

All clinical study findings and documents will be regarded as confidential. Study documents
(protocol[s], IBs and other material) will be stored appropriately to ensure their confidentiality.
The Investigator and members of his/her research team (including the IRB/IEC) must not
disclose such information without prior written approval from the Sponsor, except to the extent
necessary to obtain informed consent from patients who wish to participate in the clinical study

or to comply with regulatory requirements.

The anonymity of participating patients must be maintained. Patients will be specified on study
documents (except patient identification Code List Log) by their patient number and year of
birth, not by name. The year of birth data will also be available to external study team members
(e.g., collected on eCRF, central laboratory sample tubes and laboratory documents).
Documents that identify the patient (e.g., the signed ICF) must be maintained in confidence by
the Investigator.

The clinical study may be considered for publication in the scientific literature irrespective of
whether the results of the clinical study are positive or negative (Section 10.1.10). In addition,
the results of clinical studies will be provided on the publicly funded website
www.ClinicalTrials.gov in line with the applicable regulations.

10.1.7 Data Quality Assurance

e All patient data relating to the study will be recorded on the eCRF 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 electronically signing the eCRF.

o The Investigator must maintain accurate documentation (source data) that supports the
information entered in the eCRF.

e The Investigator must permit study-related monitoring, audits, IRB/IEC review and
regulatory agency inspections and provide direct access to source data documents.

e Monitoring details describing strategies (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.
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e The Sponsor or designee is responsible for the data management of this study including

quality checking of the data.
e The Sponsor assumes accountability for actions delegated to other individuals (e.g., CRO).

¢ Study monitors will perform ongoing source data verification to confirm that data entered
into the eCRF by authorized site personnel are accurate, complete and verifiable from source
documents; that the safety and rights of patients 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 ICF, pertaining to the conduct of this study must be
retained by the Investigator after study completion following local regulations or institutional
policies. 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.

e All data generated by the site personnel will be captured electronically at each study center
using eCRFs. Data from external sources (such as laboratory data) will be imported into the
database. Once the eCRF clinical data have been submitted to the central server at the
independent data center, corrections to the data fields will be captured in an audit trail. The
reason for change, the name of the person who performed the change, together with the time
and date will be logged to provide an audit trail.

e [fadditional corrections are needed, the responsible monitor or data manager will raise a
query in the EDC application. The appropriate staft at the study site will answer queries sent
to the Investigator. The name of the staff member responding to the query and time and date
stamp will be captured to provide an audit trail. Once all source data verification is complete
and all queries are closed, the monitor will freeze the eCRF page.

e The specific procedures to be used for data entry and query resolution using the EDC
system/eCRF will be provided to study sites in a training manual. In addition, site personnel
will receive training on the EDC system/eCRF.

10.1.7.1 Quality Assurance and Control

The Sponsor is implementing and maintaining quality assurance (QA) and quality control (QC)
systems with written SOPs to ensure that studies are conducted, and data are generated,
documented, recorded and reported in compliance with the protocol, GCP and applicable
regulatory requirement(s). Where applicable, the QA and QC systems and written SOPs of the
CRO will be applied.
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The Sponsor or Sponsor’s designee may arrange to audit the study at any or all study sites and
facilities. The audit may include on-site review of regulatory documents, eCRFs and source
documents. Direct access to these documents will be required by the auditors.

10.1.8 Source Documents

Source documents provide evidence for the existence of the patient and substantiate the integrity
of the data collected. Source documents are filed at the Investigator’s site.

Data reported on the eCRF or 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. Also, current medical records must be available.

10.1.9 Study and Site Start and Closure

The study start date is the date on which the clinical study will be open for recruitment of
patients.

The first act of recruitment is the first site open and will be the study start date.

The Sponsor designee reserves the right to close the study site 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 Sponsor 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.

¢ Inadequate recruitment of patients by the Investigator.

¢ Discontinuation of further study drug development.

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform the
Investigators, the IECs/IRBs, the regulatory authorities and any contract research organization(s)
used in the study of the reason for termination or suspension, as specified by the applicable
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regulatory requirements. The Investigator shall promptly inform the patient and should assure
appropriate patient therapy and/or follow-up.

10.1.10 Publication Policy

e 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 at least
30 days before submission. This allows the Sponsor to protect proprietary information and to
provide comments.

e 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.

e Authorship will be determined by mutual agreement and in line with International Committee
of Medical Journal Editors authorship requirements.

10.1.11 Protocol Approval and Amendment

Before the start of the study, the study protocol and/or other relevant documents will be approved
by the IEC/IRB/Competent Authorities, in accordance with local legal requirements. The
Sponsor must ensure that all ethical and legal requirements have been met before the first patient
is enrolled in the study.

This protocol is to be followed exactly. To alter the protocol, amendments must be written,
receive approval from the appropriate personnel, and receive IRB/IEC/Competent Authority
approval prior to implementation (if appropriate). In addition, for the US, following above
mentioned approval, the protocol amendment(s) will be submitted to the investigational new
drug (IND) under which the study is being conducted.

Administrative changes (not affecting the patient benefit/risk ratio) may be made without the
need for a formal amendment. All amendments will be distributed to all protocol recipients, with
appropriate instructions.

10.1.12 Liability and Insurance

The Sponsor has covered this clinical study by means of an insurance of the clinical study
according to national requirements. The insurance will cover any injury related to the study drug
and clinical study experienced by the patient (if the patient followed all protocol procedures and
restrictions). The name and address of the relevant insurance company, the certificate of
insurance, the policy number and the sum insured are provided in the Investigator’s Site File.
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Details are provided in the ICF.

10.1.12.1 Access to Source Data

During the study, a monitor will make site visits to review protocol compliance, compare
EDC/eCREF entries and individual patient’s medical records, assess study drug accountability and
ensure that the study is being conducted according to pertinent regulatory requirements.
EDC/eCREF entries will be verified with source documentation. The review of medical records
will be performed in a manner to ensure that patient confidentiality is maintained.

Checking of the EDC/eCREF entries for completeness and clarity and cross-checking with source
documents, will be required to monitor the progress of the study. Moreover, regulatory
authorities of certain countries, IRBs, IECs and/or the Sponsor’s Clinical Quality Assurance
Group may wish to carry out such source data checks and/or on-site audit inspections. Direct
access to source data will be required for these inspections and audits; they will be carried out
giving due consideration to data protection and medical confidentiality. The Investigator assures
Parexel and the Sponsor of the necessary support at all times.
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10.2 Appendix 2: Clinical Safety Laboratory Tests

The tests detailed in Table 10-1 will be performed by the local laboratory.

Protocol-specific requirements for inclusion or exclusion of patients are detailed in Sections 5.1

and 5.2 of the protocol.

Additional tests may be performed at any time during the study as determined necessary by the

Investigator or required by local regulations.

Table 10-1 Protocol-Required Safety Laboratory Assessments
Laboratory
Assessments Parameters
Hematology Platelet Count RBC Indices: WBC count with
RBC Count MCV Differential:
Hemoglobin MCH Neutrophils
Hematocrit %Reticulocytes Lymphocytes
Monocytes
Eosinophils
Basophils
Clinical BUN/Urea Potassium AST Total and direct
Chemistry' Creatinine Sodium ALT bilirubin
Glucose (fasting or | Calcium ALP Albumin
non-fasting) Chloride LDH Total cholesterol
COz/Bicarbonate Magnesium GGT Triglycerides
Uric acid Phosphate/
Phosphorus
Coagulation Prothrombin time, INR, aPTT
Routine Specific gravity, pH, glucose, protein, blood, ketones, urobilinogen,
Urinalysis bilirubin, nitrite, WBCs, blood, creatinine (by dipstick)
Microscopic examination (if blood or protein is abnormal)
Serology HIV, HBsAg, anti-HBc and HCV antibody
Baseline/Ongoing | Testosterone levels
medical
castration
(mCRPC patients
only)
COVID-19 SARS-CoV-2 RT-PCR?
Testing (optional)
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Laboratory
Assessments Parameters
Pregnancy Highly sensitive serum (Screening) and urine (other time points) human
Testing chorionic gonadotropin pregnancy test (as needed for women of
childbearing potential)?

NOTES:

1 All events of ALT > 3 x upper limit of normal (ULN) and bilirubin > 2 X ULN (> 35% direct bilirubin) or ALT
> 3 x ULN and international normalized ratio (INR) > 1.5, if INR measured which may indicate severe liver
injury (possible Hy’s Law), must be reported as an SAE (excluding studies of hepatic impairment or cirrhosis).

2 To be assessed at Screening, each admission and may optionally be done at additional time points at the
discretion of the Investigator.

3 Local urine testing will be standard for the protocol unless serum testing is required by local regulation or
IRB/IEC.

ALT = alanine aminotransferase; ALP = alkaline phosphatase; anti-HBc = hepatitis B core antibody;

aPTT = activated partial thromboplastin time; AST = aspartate aminotransferase; BUN = blood urea nitrogen;

CO, = carbon dioxide; GGT = gamma glutamyl transferase; HBsAg = hepatitis B surface antigen; HCV = hepatitis
C virus; HIV = human immunodeficiency virus; IEC = Independent Ethics Committee; INR = international
normalized ratio; IRB = Institutional Review Board; LDH = lactate dehydrogenase; MCH = mean corpuscular
hemoglobin; MCV = mean corpuscular volume; RBC = red blood cell; RT-PCR = reverse transcription polymerase
chain reaction; SAE = serious adverse event; SARS-CoV-2 = severe acute respiratory coronavirus 2; ULN = upper
limit of normal; WBC = white blood cell
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10.3 Appendix 3: Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

10.3.1 Definition of AE

AE Definition

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

e NOTE: 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 a study drug.

Events Meeting the AE Definition

e Any abnormal laboratory test results (hematology, clinical chemistry or urinalysis) or other
safety assessments (e.g., ECG, radiological scans, vital signs measurements), including
those that worsen from baseline, considered clinically significant in the medical and
scientific judgement of the Investigator (e.g., not related to progression of underlying
disease).

e Exacerbation of a chronic or intermittent pre-existing condition including either an

increase in frequency and/or intensity of the condition.

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

e Signs, symptoms or the clinical sequelae of a suspected drug-drug interaction.

e Signs, symptoms or the clinical sequelae of a suspected overdose of either study drug 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.

e “Lack of efficacy” or “failure of expected pharmacological action” per se will not be
reported as an AE or SAE. Such instances will be captured in the efficacy assessments.
However, the signs, symptoms and/or clinical sequelae resulting from lack of efficacy will
be reported as AE or SAE if they fulfill the definition of an AE or SAE.
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Events NOT Meeting the AE Definition

¢ Any clinically significant abnormal laboratory findings or other abnormal safety
assessments which are associated with the underlying disease, unless judged by the
Investigator to be more severe than expected for the patient’s condition.

e The disease/disorder being studied or expected progression, signs or symptoms of the
disease/disorder being studied, unless more severe than expected for the patient’s

condition.

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.

10.3.2 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 (e.g., hospitalization for signs/symptoms of the disease under study, death due to
progression of disease).

An 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 patient
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.
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¢. Requires inpatient hospitalization or prolongation of existing hospitalization

e In general, hospitalization signifies that the patient has been detained (usually involving at
least an overnight stay) at the hospital or emergency ward for observation and/or
intervention that would not have been appropriate in the physician’s office or outpatient
setting. Complications that occur during hospitalization are AE. 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.

e Hospitalization for elective intervention 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. Other situations

e Medical or scientific judgement 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
patient 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.

e Examples of such events include invasive or malignant cancers, intensive intervention 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.
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10.3.3 Recording and Follow-up of AE and SAE

AE and SAE Recording

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

e The Investigator will then record all relevant AE/SAE information in the eCRF.

e Itis not acceptable for the Investigator to send photocopies of the patient’s medical records
to the Sponsor in lieu of completion of the AE/SAE eCRF page.

e There may be instances when copies of medical records for certain cases are requested by
the Sponsor. In this case, all patient identifiers, with the exception of the patient number,

will be redacted on the copies of the medical records before submission to the Sponsor.

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

Assessment of Intensity

The Investigator will make an assessment of severity for each AE and SAE reported during the
study and classify it into one of Grade 1 through 5 using the NCI-CTCAE v5.0:

e Grade 1: Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only;
intervention not indicated.

e (Grade 2: Moderate; minimal, local or noninvasive intervention indicated; limiting age-

appropriate instrumental activities of daily living (ADL)*.

e QGrade 3: Severe or medically significant but not immediately life-threatening;
hospitalization or prolongation of hospitalization indicated; disabling; limiting self-care
ADL**,

e (rade 4: Life-threatening consequences; urgent intervention indicated.
e (Grade 5: Death related to AE.

*Instrumental ADL refer to preparing meals, shopping for groceries or clothes, using the
telephone, managing money, etc.

**Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet,
taking medications and not bedridden.
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An event is defined as ‘serious’ when it meets at least one of the predefined outcomes as
described in the definition of an SAE, NOT when it is rated as Grade 3 or higher.

Assessment of Causality

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

e A "reasonable possibility" of a relationship conveys that there are facts, evidence and/or
arguments to suggest a causal relationship, rather than a relationship cannot be ruled out.

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 drug administration will

be considered and investigated.

e The Investigator will also consult the IB and/or Product Information, for marketed

products, in his/her assessment.

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 to the Sponsor. However, it is very important
that the Investigator always make an assessment of causality for every event before
the initial transmission of the SAE data to the Sponsor.

e The Investigator may change his/her opinion of causality in light of follow-up information
and send an SAE follow-up report with the updated causality assessment.

e The causality assessment is one of the criteria used when determining regulatory reporting
requirements.

Follow-up of AE and SAE

e The Investigator is obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated or as requested by the Sponsor 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 New or updated information will be recorded in the originally completed eCRF.
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e The Investigator will submit any updated SAE data to the Sponsor within 24 hours of

receipt of the information.

10.3.4 Reporting of SAE

For studies in the US:

The Investigator must report any SAEs in the eCRF/EDC system within 24 hours of becoming
aware of the event. In the event the EDC system is down, the Investigator must complete the
SAE form and provide the completed form to the Parexel Clinical Studies Safety Center using
the email address provided to the sites on the eCRF/SAE form.

When sending the completed SAE form via email, state that you are reporting an SAE and give
the Investigator’s name, your name, the telephone number where you can be reached and the
protocol number and title. The event must be documented in the eCRF/EDC system when it is
back online.

The Investigator and the Sponsor (or Sponsor’s designated agent) will review each SAE report
and the Sponsor/Parexel will evaluate the seriousness and the causal relationship of the event to
study drug. In addition, the Sponsor (or Sponsor’s designated agent) will evaluate the
expectedness according to the reference document (IB or Summary of Product Characteristics).
Based on the Investigator and Sponsor’s assessment of the event, a decision will be made

concerning the need for further action.

All SAEs will be recorded from signing of informed consent until 30 days after the last dose of
study drug. Serious adverse events occurring after the end of the study and coming to the
attention of the Investigator must be reported only if they are considered (in the opinion of the
Investigator) causally-related to study drug.
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SERIOUS ADVERSE EVENT REPORTING INSTRUCTIONS
Parexel International Corporation
Clinical Studies Safety Center
Medical Monitor
Drug Safety Specialist
(See SAE Reporting Instructions)

1. Telephone the Medical Monitor using the number provided to sites to inform him/her
that you have completed the SAE eCRF page/SAE form. If the Medical Monitor is not
available or you are calling after business hours (8:30 am to 5:30 pm Eastern time,
Monday to Friday), leave a message in his/her voice mailbox.

2. Provide the Medical Monitor with the Principal Investigator’s name, your name, the
telephone number where you can be reached and the protocol number and title.

3. Inform the Medical Monitor within 24 hours of becoming aware of the event and
provide any supporting documentation to him/her within this time frame.

4. After business hours, the Medical Monitor may be reached through Parexel’s 24-hour
answering service on the number provided to the sites. Give the answering service the
protocol number, the study drug name and the Sponsoring pharmaceutical company.

For Studies in the EU:

All SAEs that occur during the study and all SAEs occurring up to 30 days after receiving the
last dose of study drug, whether considered to be associated with the study drug or not, must be
reported within 24 hours in the eCRF/EDC system. If the EDC system is offline for any reason,
the Investigator should complete the SAE form and provide the completed form to the Parexel
Safety Contact using the email address provided to the sites.

SAESs occurring after the end of the study should be reported to the Sponsor/Parexel by the
Investigator if the Investigator considers there is a causal relationship with the study drug.

The minimum information required for an initial report is (in situations where the EDC system is
offline at time of reporting):

¢ Name of person sending the report (e.g., name, address of Investigator).

o Patient identification (Screening/participant number, initials, NOT patient name).

e Protocol number.
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e Description of SAE.
e (Causality assessment, if possible.

However, as far as possible all points on the SAE form should be covered in the initial report or
the completed SAE form itself must be emailed to the Parexel Safety Contact using the
information provided to study sites. The original SAE form must then be sent by mail to the
Parexel Safety Contact. In addition, the event must be documented in the eCRF/EDC system
when it is back online.

In case the Parexel Safety Contact cannot be contacted (e.g., out of normal working hours or at
weekends), an automated reporting service is available. The required information should be
emailed, and a message should be left on the voicemail service (the relevant phone number/email
address will be provided to all sites).

After receipt of the initial report, the safety center will review the information and, if necessary,
contact the Investigator, to obtain further information for assessment of the event. Parexel will
be responsible for all information processing and reporting according to local legal requirements.
Where necessary, Investigators will inform regulatory authorities in their own countries.

For Studies in Australia:

The Investigator must report any SAEs in the eCRF/EDC system within 24 hours of becoming
aware of the event. In the event the EDC system is down, the Investigator must complete the
SAE form and provide the completed form to the Parexel Clinical Studies Safety Center using
the email address provided to the sites on the eCRF/SAE form. The original SAE form must be
sent by mail to the Parexel Safety Contact and the event must be documented in the eCRF/EDC
system when it is back online.

All SAEs will be recorded from signing of informed consent until 30 days after the last dose of
study drug. Serious adverse events occurring after the end of the study should be reported to the
Sponsor/Parexel by the Investigator if the Investigator considers there is a causal relationship
with the study drug.

The minimum information required for reporting of an SAE is (in situations where the EDC
system is offline at the time of reporting):
e Contact details of the person sending the report (e.g., name, address, phone number).

e Patient identifier (e.g., Screening/participant number, initials, date of birth, but not their full
name).
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e Details of the product involved.
e Protocol number.
e Details of the suspected SAE (including causality and severity assessment).

In case the Parexel Safety Contact cannot be contacted (e.g., out of normal working hours or at
weekends), an automated reporting service is available. The required information should be
emailed, and a message should be left on the voicemail service (the relevant phone number/email
address will be provided to all sites).

After receipt of the initial report, the safety center/Sponsor will review the information and, if
necessary, contact the Investigator, to obtain further information for assessment of the event.
Based on the Investigator and Sponsor’s assessment of the event, a decision will be made
concerning the need for further action. Parexel will be responsible for all information processing
and reporting according to local legal requirements. Where necessary, Investigators will inform
regulatory authorities in their own countries.
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10.4 Appendix 4: Contraceptive Guidance and Collection of Pregnancy
Information

Definitions
Woman of Childbearing Potential

A woman is considered fertile following menarche and until becoming post-menopausal unless
permanently sterile (see below).

If fertility is unclear (e.g., amenorrhea in adolescents or athletes) and a menstrual cycle cannot be

confirmed before first dose administration, additional evaluation should be considered.
Women in the following categories are not considered WOCBP:

1. Premenarchal
2. Premenopausal female with one of the following:
e Documented hysterectomy
e Documented bilateral salpingectomy
e Documented bilateral oophorectomy
NOTE: Documentation can come from the site personnel’s review of the patient’s
medical records, medical examination, or medical history interview.
3. Postmenopausal female

e A postmenopausal state is defined as no menses for 12 months without an alternative
medical cause.

o A high follicle-stimulating hormone (FSH) level in the post-menopausal range may
be used to confirm a post-menopausal state in women not using hormonal
contraception or hormonal replacement therapy (HRT). However, in the absence of
12 months of amenorrhea, a single FSH measurement (> 40 [U/L) is required.

¢ Females on HRT and whose menopausal status is in doubt will be required to use one of
the non-estrogen hormonal highly effective contraception methods if they wish to
continue their HRT during the study. Otherwise, they must discontinue HRT to allow
confirmation of post-menopausal status before study enrollment.
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Contraception Guidance
Male Patients:

Male patients who have had a vasectomy may participate in this study provided that the absence
of sperm has been confirmed. If not, an additional highly effective method of contraception
should be used. Male patients with female partners of childbearing potential are eligible to
participate if the agree to ONE of the following during the protocol-defined time frame in
Section 5.1:

e Are abstinent from penile-vaginal intercourse as their usual and preferred lifestyle (abstinent

on a long-term and persistent basis) and agree to remain abstinent.

e Agree to use a male condom plus partner use of a contraceptive method with a failure rate of
< 1% per year as described in the table below when having penile-vaginal intercourse with a
woman of childbearing potential who is not currently pregnant.

In addition, male patients must refrain from donating sperm for the duration of the study and for
3 months after the last dose of study drug.

Male patients with a pregnant or breastfeeding partner must agree to remain abstinent from
penile-vaginal intercourse or use a male condom during each episode of penile penetration

during the protocol-defined time frame.
Female Patients

Female patients of childbearing potential are eligible to participate if they agree to use a highly
effective method of contraception consistently and correctly as described in the table below, and
to not donate ova, for 3 months after the last dose of study drug.

Highly Effective Contraceptive Methods That Are User Dependent!
Failure rate of < 1% per year when used consistently and correctly.

Combined (estrogen- and progestin-containing) hormonal contraception associated with
inhibition of ovulation?

e Oral
e Intravaginal

e Transdermal
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Highly Effective Contraceptive Methods That Are User Dependent!
Failure rate of < 1% per year when used consistently and correctly.

Progestogen-only hormonal contraception associated with inhibition of ovulation
e Oral

e Injectable

Implantable progestogen-only hormonal contraception associated with inhibition of ovulation?

e Intrauterine device

e Intrauterine hormone-releasing system

Vasectomized Partner

A vasectomized partner is a highly effective contraception method provided that the partner is
the sole male sexual partner of the WOCBP and the absence of sperm has been confirmed. If
not, an additional highly effective method of contraception should be used.

Sexual Abstinence

Sexual abstinence is considered a highly effective method only if defined as refraining from
heterosexual intercourse during the entire period of risk associated with the study drug. The
reliability of sexual abstinence needs to be evaluated in relation to the duration of the study and
the preferred and usual lifestyle of the patient.

NOTES:

1 Typical use failure rates may differ from those when used consistently and correctly. Use should be consistent
with local regulations regarding the use of contraceptive methods for patients participating in clinical studies.

2 Hormonal contraception may be susceptible to interaction with the study drug, which may reduce the efficacy of
the contraceptive method. In this case, two highly effective methods of contraception should be utilized during
the treatment period and for at least 6 months after the last dose of study drug.

Pregnancy Testing

e  WOCBP should only be included after a confirmed menstrual period and a negative highly

sensitive serum pregnancy test.
e Pregnancy testing will be performed according to the standard procedures of the study site.

e Additional pregnancy testing should be performed during the treatment period (at the
discretion of the Investigator). During the Follow-up Visit period (up to 3 months after last
dose of study drug), patients will be questioned about their pregnancy status and use of

contraception.

e Pregnancy testing will be performed whenever a menstrual cycle is missed or when

pregnancy is otherwise suspected.
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Collection of Pregnancy Information:

Male Patients with Partners Who Become Pregnant

The Investigator will attempt to collect pregnancy information on any male patient’s female
partner who becomes pregnant while the male patient is in this study. This applies only to
male patients who receive NOX66.

After obtaining the necessary signed informed consent from the pregnant female partner
directly, the Investigator will record pregnancy information on the appropriate form and
submit it to the Sponsor within 24 hours of learning of the partner’s pregnancy. The female
partner will also be followed to determine the outcome of the pregnancy. Information on the
status of the mother and child will be forwarded to the Sponsor. Generally, the follow-up
will be no longer than 3 months following the estimated delivery date. Any termination of
the pregnancy will be reported regardless of fetal status (presence or absence of anomalies)
or indication for the procedure.

Female Patients Who Become Pregnant

The Investigator will collect pregnancy information on any female patients 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 patient’s pregnancy. The
patient will be followed to determine the outcome of the pregnancy. The Investigator will
collect any follow-up information on the patient and the neonate and the information will be
forwarded to the Sponsor. Generally, follow-up will not be required for longer than 3 months
beyond the estimated delivery date. Any termination of the pregnancy will be reported,
regardless of fetal state (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. A spontaneous
abortion is always considered to be an SAE and will be reported as such. Any post-study
pregnancy-related SAE considered reasonably related to study drug by the Investigator will
be reported to the Sponsor as described in Section 8.3.4. While the Investigator is not
obligated to actively seek this information in former study patients, he or she may learn of an
SAE through spontaneous reporting.

Any female patient who becomes pregnant while participating in the study will discontinue
study drug or will be withdrawn from the study.
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10.5 Appendix 5: Tumor Imaging

The revised RECIST guideline (version 1.1) will be used for assessment of tumor response in
soft tissue lesions. While either CT or MRI may be utilized, as per RECIST v1.1, CT is the
preferred imaging technique in this study.’

Bone lesions (mCRPC patients only) will be assessed using PCWG-37 criteria.
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10.6 Appendix 6: European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire for Cancer Patients
(EORTC-QLQ-C30)

ENGLISH
EORTC QLQ-C30 (version 3)
We are interested in some things about vou and your health. Please answer all of the questions yourself by circling the

number that best applies to you. There are no "rght” or "wrong” answers. The mformation that you provide will
remain strictly confidential

Please fill in your initials: | I I |
Your birthdate (Day. Month. Year): | T
Today's date (Dav. Month. Year): 3 I T T A I A |

Not at A Quite  Very
All Little aBit Much
1. Do you have any trouble doing strenuous activities.

like carrymng a heavy shopping bag or a sutcase? 1 2 3 4
2. Do vou have any trouble taking a long walk? 1 2 3 4
3. Do vou have any trouble taking a short walk outside of the house? 1 2 3 4
4. Do you need to stay in bed or a chair during the day? 1 2 3 4

3. Do vou need help with eating, dressing, washing

yourself or using the toilet? 1 2 3 4
During the past week: Not at A Quite  Very
All Little aBit Much
6. Were you limited in doing either your work or other daily activities? 1 2 3 4
7. Were you limited in pursuing your hobbies or other
leisure time activities? 1 2 3 4
8  Were you short of breath? 1 2 3 4
9. Have you had pain? 1 2 3 4
10. Did you need to rest? 1 2 3 4
11. Have you had trouble sleeping? 1 2 3 4
12. Have you felt weak? 1 2 3 4
13. Have you lacked appetite? 1 2 3 4
14. Have you felt nauseated? 1 2 3 4
15. Have you vomited? 1 2 3 4
16. Hawve you been constipated? 1 2 3 4

Please go on to the next page
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ENGLISH

During the past week: Not at A Quite  Very
All Little aBit Much

17. Have you had diarrhea? 1 2 3 4
18. Were you tired? 1 2 3 4
19. Did pain mterfere with your daily activities? 1 2 3 4
20. Have you had difficulty in concentrating on things,

like reading a newspaper or watching television? 1 2 3 4
21. Did you feel tense? 1 2 3 4
22, Did you worry? 1 2 3 4
23. Did you feel irntable? 1 2 3 4
24. Dnd you feel depressed? 1 2 3 4
25. Have you had difficulty remembering things? 1 2 3 4

26. Has your physical condition or medical treatment
interfered with your family life? 1 2 3 4

27. Has your physical condition or medical treatment
mterfered with your social activities? 1 2 3 4

28. Has your physical condition or medical treatment
caused you financial difficulties? 1 2 3 4

For the following questions please circle the number between 1 and 7 that
best applies to you

29 How would you rate vour overall health during the past week?
1 2 3 4 5 6 7

Very poor Excellent

30. How would you rate your overall quality of life during the past week?
1 2 3 4 3 6 7

WVery poor Excellent

© Copyright 1995 EORTC Quality of Life Group. All rights reserved. Version 3.0
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10.7 Appendix 7: Brief Pain Inventory — Short Form

STUDY ID # DO NOT WRITE ABOVE THIS LINE HOSPITAL #
Brief Pain Inventory (Short Form)

Throughout our lives, most of us have had pain from time to time (such as minor
headaches, sprains, and toothaches). Have you had pain other than these every-
day kinds of pain today?

2. On the diagram, shade in the areas where you feel pain. Put an X on the area that
hurts the most.

3. Please rate your pain by circling the one number that best describes your pain at its
&l in the last 24 hours.

0 1 2 3 4 5 6 7 8 4 10
No Pain as bad as
FPain you can imagine

4. Please rate your pain by cirching the one number that best descnbes your pain at its

X in the last 24 hours.
0 1 2 3 4 5 6 7 8 9 10

No Pain as bad as

Pain you can imagine
5. Please rate pain by circling the one number that best descnbes your pain on

the g

0 1 2 3 4 5 6 7 8 9 10

No Pain as bad as

Pain you can imagine

6. Please rate your pain by circling the one number that tells how much pain you have

0 1 2 3 4 5 6 7 8 9 10

No Pain as bad as

Pain you can imagine
Page 10f 2
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S, DONOTWRITE ABOVETHISUNE HOSPITAL# _____
Date: . . S Time:
Name [
Last First Middle Initial

7.  What treatments or medications are you receiving for your pain?

In the last 24 hours, how much relief have pain treatments or medications

provided? Please circle the one percentage that most shows how much

you have received.

B 1 2 23

0 1 P 3

0 1 2 3

0% 10% 20% 30% 40% 50% 60% 70% B80% 90% 100%
No Complete
Relief Relief
Circle the one number that describes how, during the past 24 hours, pain has
interfered with your:

A General Activi

0 1 2 10

Does not Completely
interfere Interferes

Does not Completely
Interfere Interferes
C. Walking Abik

0 1 2 3 4 5 6 T 8 9 10
Does not Completely
Interfere Interferes

D. Normal Work (includes both work outside the home and housework

Does not Completely
Interfere Interferes
E. Relations with other people

1] 1 2 3 4 5 6 7 8 G 10
Does not Completely
Interfere Interferes
F. Sleep

0 1 2 3 4 5 6 T 8 9 10
Does not Completely
Interfere Interferes

G. Enjoyment of life

Does not Completely
Interfere Interferes
Copyright 1081 Charles 5. Clesland. PhD
Pain Research Group
All rights resensed
Page 2 of 2

4 5 6 7 8 9 10

4 5 6 7 8 9 10

4 5 6 [} 8 9 10

Final 4.0

129 of 150 23 Nov 2022



Noxopharm Limited Clinical Study Protocol
NOX66-005 CONFIDENTIAL

10.8 Appendix 8: Patient Experience Questionnaire (PEQ)

Protocol Number: NOX&66-005 Pagelofd
PEQ - Patient Experience Questionnaire

Date of Subject ID:
completion: | ___ __/ _ f20__ N
D /M /Yy ¥ v
Cycle number Day number (if
or visit name: applicable):
Instructions:

The questions below are to be answered based on your experience of administering NOX66 (the study
drug) to date. You will be requested to complete this questionnaire in full the day after you start your first
dose of the study drug, on the first day of your third treatment cycle, and at your End of Treatment or Early
Discontinuation visit. The information you provide in this questionnaire will be kept strictly confidential.

Some questions require simple YES or NO answers, other questions are to be rated along a range from best
on the left to worst on the right. Please circle the number that best corresponds with how you have felt,

regarding the questions asked.
There are 10 questions and it should take you no more than 5 minutes to complete your answers.

Your effort is very much appreciated.

Questions:

1) Have you inserted your last NOX66 suppository by yourself or was it inserted by someone else (e.g.,
your care giver, nurse)?

Myself / Someone else

If you answered ‘Myself’, please go to question 2.

If you answered ‘Someone else’, please go to question 3.

2) Ease of use: | found the process of inserting the suppository to be

S S

Very easy-——-1-—-2—-3—A-— 5 f-—F-B-F——-10-—— Very difficult

3) Comfort: | found the process of insertion of the suppository to he
Very comfortable —-—1--—--2-—--3-—4—5-——f—-F-B---9——-10-—— Very uncomfortable
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Protocol Number: NOX66-005 Page 2 of 4
PEQ - Patient Experience Questionnaire

Date of Subject ID:

completion: |/ /20 __ /
DD/MM/YYY Y

Cycle number Day number (if
or visit name: applicable):
4) Woas there any pain associated with the insertion?
No / Yes

If ‘Yes’, | found the insertion of the suppository

S -

Minimally painful —- 1-—- 2-—— 3 4 5 6-—-- 7 8- 9—- 10— Maximally painful

5) Did you notice or feel the suppository after it has been in your body for more than 1 hour (e.g., the
sensation of a foreign body)?

No / Yes
If ‘Yes’, | felt the suppository in my body

None of the time (after 1 hour) -———-- 1-—- 2-—— 3 4

[%5]
[=3]
~J
=]
o

10--—- All the time

If ‘Yes’, | found feeling the suppository in my body

] S

Not bothersome at all —— 1 2 3 A 5= - 8---—- G- 10-—- Maximally bothersome

6) Were your day-to-day activities (such as washing yourself, brushing your teeth, cooking, cleaning,
working or leaving the home) impacted by the suppository?

No / Yes

If ‘Yes’, | found the suppository impacted my day-to-day activities

S ®

Mot at all ——- 1 2 3 5 6 T 8- e 10— Very much
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Protocol Number: NOX&66-005 Page 3 of 4
PEQ - Patient Experience Questionnaire

Date of Subject ID:
completion: | __ _ / _ f20_ - 4
D /M M/YYY Y
Cyele number Day number (if
or visit name: applicable):

7) Did the suppository leak (e.g., staining of your underpants)?
No / Yes

If ‘Yes’, | found the leakage of the suppository

Mot bothersome at all-——-—-1--——-- e eeeeee S L e Bemeee 9---ee-10------ Very bothersome
8) Were you worried about using a suppository before you entered the study?
No / Yes

If ‘Yes’, | found the idea of using a suppository

Not worrisome at all———— 1-—- 2 3 4 5o 7 8- 9 10-—- Very worrisome
9) Are you concerned about continuing to use a suppository for the rest of the study?
No / Yes

If ‘Yes’, | find the idea of having to continue using a suppository

@ ®

Mot worrisome at all——— 1-—- 2 3 4 S 7 8- 9 10-—- Very worrisome

10) My overall experience using the suppositories has been

S 3

Very good ——- 1— 23— 4 5 6-——-- 7 8- 910 Very bad
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Protocol Number: NOX656-005 Page 4 of 4
PEQ - Patient Experience Questionnaire

Date of Subject ID:

completion: | __ __/ _ f20__ /
DD/ M JYY y vy

Cycle number Day number (if
or visit name: applicable):

Please de NOT use the space below to recerd any side effect you experience during this study, please inform your
study doctor or the study staff at the earliest time.

If you would like to add any additional feedback on your experience with NOX66, please add below:

Thank you very much!
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10.9 Appendix 9: Functional Assessment of Cancer Therapy — Prostate

(FACT-P) Version 4

Below 1s a list of statements that other people with vour illness have said are important. Please circle
or mark one number per line to indicate vour response as it applies to the past 7 davs.

r o]

e

T

sl

-~

Y

fe-2)

(r-s]

-1

PHYSICAL WELL-BEING

Thave alack of energy e,

T have mansed o

Because of my physical condition, I have trouble

meeting the needs of oy family
THAVe PRI oo e e
I am bothered by side effects of treatment .

Lfeel a0l e

Tam forced to spend timenbed ...

SOCTAL/FTAMILY WELL-BEING

I feel close tomy friends ..
I get emotional support from my family ... ...
I get support from my frends .

Wy fanuly has accepted my illmess .

I am satisfied with family communication about my

I feel close to my partner (or the person who is my main

SIHEPOTE) -t

BRegardiess of your current level of sexual activity, please
answer the following question. If vou prefer not to answer if,
please mark this box |:| and go to the next section.

I am satisfied with my sex life .

Engitad {Lmiversl)
Copyrgh 1967, 1997

Not A httle Some-
at all hit what

0 1 2
0 1 2
0 1 2
0 1 2
0 1 2
0 1 2
0 1 2

Not  Alittle Some-
at all hit what

0 1 2
0 1 2
0 1 2
0 1 2
0 1 2
0 1 2
0 1 2

Quite  Very
abit much

3 4
3 4
3 4
3 4
3 4
3 1
3 4

Quite  Very
abit much

3 4
3 4
3 4
3 4
3 4
3 4
3 4

19 Miovember 3007

Fuge 1 of ¥
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Please circle or mark one number per line to indicate vour response as it applies to the past 7
davs.

EMOTIONAL WELL-BEING Not  Alittle Some- Quite Very

at all bit what abit much
L Dfeel sad .o 0 1 2 3 4
L I am satisfied with how I am coping with my illness ... 0 1 2 3 4
o I am losing hope in the fight against sy fllness .. 0 1 2 3 4
o Ifeel nervous 0 1 2 3 4
= T worry abont dying .o e 0 1 2 3 4
s I worry that my condition will get worse ... 0 1 2 3 4

FUNCTIONAL WELL-BEING Not  Alittle Some- Quite Very

at all bit what abit much
=l I am able to work (inclode work at home) ... 0 1 2 3 4
L My work (include work at home) 15 folfilling . ... 0 1 2 3 4
G Tam able to enjov life. e 0 1 2 3 4
o Thave accepted myy dllness. . 0 1 2 3 4
aFs Tam sleeping well s 0 1 2 3 4
e I am enjoving the things I wswally do for fum ... 0 1 2 3 4
Gy I am content with the quality of my life right now._........... 0 1 2 3 4

Coapeaa 14, 19 Mt
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Please circle or mark one number per line to indicate vour response as it applies to the past 7
davs.

ADDITIONAT CONCERNS Notat Alittle Some- Quite Very

all it what abit much
Lo Tam losing weight ..o 0 1 2 3 4
L& I have a good GpPetite ..o 0 1 2 3 4
L I have aches and pains that botherme.. ... 0 1 2 3 4
" I have certain parts of my body where I experience pain ... 0 1 2 3 4
P My pain keeps me from doing things I wantto do ... 0 1 2 3 4
M I am satisfied with my present comfort level ... 0 1 2 3 4
F I am able to feel like aman ... 0 1 2 3 4
L I have trouble moving my bowels ... 0 1 2 3 4
P I have difficulty urinating. ... 0 1 2 3 4
R I urinate more frequently than vswal ... 0 1 2 3 4
L My problems with vrinating limit my activities. ... 0 1 2 3 4
ELS I am able to have and maintamn an erection.............cccoeeeee 0 1 2 3 4

Coppag 17, 171 et
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10.10 Appendix 10: Guidance for Low-Dose EBRT

Simulation and Motion Management

Simulation study using either CT or MRI +/- PET scans should be carried out as part of
treatment planning. The imaging will be performed to acquire the anatomy involved in the
treatment with at least 5 cm of additional margin outside the planned radiation field to allow for
adequate dose calculations. The simulation scan will be used to identify the lesion(s) and
surrounding normal critical organs to develop a treatment plan to deliver radiation in a manner
that targets the lesion(s) accurately and spares critical organs as much as possible. The
simulation needs to account for tumor mobility and the scan techniques, where applicable, need
to account for respiration, cardiac function, peristaltic activity, and organ filling and emptying.

The utilization of 4D simulation technique will be at the treating physician discretion when
treating 8 Gy in 1 fraction or 20 Gy in 4 fractions. When treating with 25 Gy in 5 fractions, 4D
simulation technique will be required in non-spinous lesions within 10 cm (either inferior or
superior) of the diaphragm. When 4D simulation technique is utilized multiple images will be
acquired and regular points along the patients breathing cycle utilizing equipment and practices
detailed by treatment site SOPs. An internal gross tumor volume (iGTV) will be contoured to
encompass the full range of tumor motion to be utilized for treatment planning purposes. It will
be up to the treating physician’s discretion to use techniques to reduce tumor motion and
facilitate tumor tracking. These techniques include breath-hold, abdominal compression, and

fiducial marker placement.

Guidelines described here will be superseded by any site-specific SOPs that require a higher
degree of stringency.

Immobilization

Any immobilization equipment used must be fit for purpose. When immobilizing the patient in
preparation for treatment, it is necessary to ensure the patient is as comfortable as possible and is
in a stable position. This position needs to be reproducible at the time of treatment.

Immobilization techniques must take into account the individual patient needs, organ motion and
the complexity of the proposed radiation therapy technique. Given treatment center variations in
immobilization techniques, treatment-site SOPs will be followed regarding specific device
utilization. These devices include customized devices such as thermoplastic masks and
vacuum-assisted immobilization devices (e.g., Vac-Lok), placement of radiopaque markers and
marking tattoos, and non-custom devices such as wing board and MedTec devices.
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Comprehensive documentation that itemizes patient immobilization methods and set-up details is
required to ensure that the optimal treatment position is achieved and reproducibility errors are
minimized.

Treatment Planning and Verification

e Dose prescribed will be 8 Gy in 1 fraction or 20/25 Gy in 5 fractions, aiming to cover at least
99% of the PTV by 95% of the prescribed dose

e No ‘hotspots’ within or outside of the PTV to exceed 110% of prescribed dose

Treatment planning will include imaging procedures that will localize, delineate, and define
target volumes and organs at risk, as well as enabling treatment verification. This should be
done according to the institutional SOP and allow both forward and inverse planning techniques
where appropriate.

Treatment planning needs to include:

e Positioning and immobilization

e Use of optimal imaging modalities

e Delineation of treatment fields and isocenters

e Measurements and patient contouring

e Documentation

e Patient consent to perform permanent skin marking procedures

Treatment verification needs to match the simulated/planned treatment parameter with that set on
the treatment unit. The position of the treatment isocenters, radiation treatment field and/or its
shape or anatomical volume must be evaluated against that determined in the treatment planning

process.

The EBRT to be administered in the context of this study is for symptomatic relief and pain
management, and not for the purpose of ablative therapy. As such, the prescribed EBRT should
only be given to target lesions and normal tissues should be spared. If 25 Gy in 5 fractions is
prescribed, it will be encouraged but not required that daily kV or MV imaging is obtained with
every fraction and that on-board axial imaging is obtained on the first day of treatment.

For 25 Gy in 5 fractions, images must be obtained for image guidance prior to each fraction to

verify proper beam alignment.
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Normal Tissue Constraints

In the context of this study, it is a requirement that the radiation oncologist will follow the
QUANTEC Guidelines for normal tissue constraints when administering low-dose EBRT (20 Gy
in 5 fractions or 8 Gy in 1 fraction) to metastatic lesions’. For 25 Gy in 5 fractions, the dosing
guidance from the AAPM Task Force Group 101 has to be followed?. This study will be
excluding all patients who have central nervous system involvement; therefore, the CNS tissue
tolerances, with the exception of spinal cord exposure, will not be included in the guidance on
normal tissue dose constraints as set out below. These constraints are for EBRT at low dose and
for standard fractionation.

Tissue / Organ Tissue radiation dose constraints
(maximum radiation dose)
Spinal cord 23 Gy
Retina <50 Gy
Cochlea <45 Gy
Single parotid gland sparing <20 Gy
Irradiation to 2 parotid glands < 25 Gy (spread across 2 glands)
Mandible <70 Gy
Pharyngeal constrictors <50 Gy
Larynx <44 Gy
Brachial plexus <60 Gy
Lung 20 Gy
Oesophagus <34 Gy
Heart <26 Gy
Liver <28 Gy
Kidney < 18 Gy per kidney
Stomach <50Gy
Small bowel (irradiation to less than one- 50 Gy
third)
Rectum <27 Gy
Skin 40 Gy
Bladder <65 Gy
Femoral head <52 Gy
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Equipment

Radiation delivery equipment needs to have undergone appropriate dosimetry calibration using
an acceptable phantom to ensure that the correct treatment beam energies are being generated,
correct alignment between on-board imaging and treatment isocenter, and accurate motion of the
treatment couch. This calibration needs to be performed at a minimum of once every 3-4 years

to ensure acceptable quality control as per treatment site SOPs.

Treatment Dose Interruptions

Treatment dose interruption for the single fraction Gy regimen is not applicable.

For a patient who will be receiving 20/25 Gy over 5 fractions, dose interruption must occur if a
patient experiences a Grade 3 or higher adverse reaction in any organ/tissue that is due to the
radiation therapy. The fractionated therapy can only resume once the adverse reaction has
recovered or stabilized back to Grade 2 or less.

Patients with tumors involving the central nervous system are excluded from this study. It is
anticipated that over 50% of patients recruited into this study will require symptomatic low-dose
EBRT to bony metastases, with involvement of other soft tissue organ lesions for the rest of the
patients.
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10.11 Appendix 11: Country-Specific Requirements

<To be adjusted per country requirements>
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10.12 Appendix 12: Abbreviations and Trademarks

ADL Activities of daily life

ADT Androgen deprivation therapy

AE Adverse event

Akt Antiapoptotic kinase B

ALT Alanine aminotransferase

Anti-HBc Hepatitis B core antibody

aPTT Activated partial thromboplastin time

AST Aspartate aminotransferase

AUC Area under the concentration-time curve

AUC0-6) AUC from time zero (predose) to 6 hours postdose
AUC0-12) AUC from time zero (predose) to 12 hours postdose
AUC 0-inf) AUC from time zero (predose) extrapolated to infinity
AUC0-y AUC from time zero (predose) to time of last quantifiable concentration
BC Breast cancer

BID Twice daily

BP Blood pressure

BPI-SF Brief Pain Inventory — Short Form

BUN Blood urea nitrogen

Cl Confidence interval

Cinax Maximum observed concentration

Chnin Minimum observed concentration

COVID-19 Coronavirus disease 2019

CO2 Carbon dioxide

CR Complete response

CRO Clinical Research Organization

CT Computerized tomography

ctDNA Circulatory tumor deoxyribonucleic acid

CYP Cytochrome P450

DCR Disease control rate

DLT Dose-limiting toxicity

DMC Data Monitoring Committee

EBRT External beam radiotherapy

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group
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EORTC-QLQ-C30

EOT
FACT-P
FAS
FSH
FU
GCP
Gy
HBsAg
HCV
HIV
HRT
IB

ICso
ICF
ICH

IEC

IND

INR

IRB

LDH
LuPSMA-617
MCH
MCV
mCRPC
MedDRA
MRI
MTD

n

NOX66-005 CONFIDENTIAL
eCRF Electronic case report form
ED Early Discontinuation
EDC Electronic data capture
ENOX Ecto-NOX disulfide-thiol exchanger

European Organisation for Research and Treatment of Cancer Quality of
Life Questionnaire for Cancer Patients

End of Treatment

Functional Assessment of Cancer Therapy - Prostate
Full Analysis Set

Follicle-stimulating hormone
Follow-up

Good Clinical Practice

Gray

Hepatitis B surface antigen

Hepatitis C virus

Human immunodeficiency virus
Hormone replacement therapy
Investigator’s Brochure

Half maximal inhibitory concentration
Informed consent form

International Conference for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use

Independent Ethics Committee
Investigational New Drug

International normalized ratio

Institutional Review Board

Lactate dehydrogenase

177lutetium prostate-specific membrane antigen
Mean corpuscular hemoglobin

Mean corpuscular volume

Metastatic castration-resistant prostate cancer
Medical Dictionary for Regulatory Activities
Magnetic resonance imaging

Maximum tolerated dose

Number of patients/events
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NCI-CTCAE National Cancer Institute-Common Terminology Criteria for Adverse
Events
NCSLC Non-small-cell lung cancer
ORR Objective response rate
oS Overall survival
PCWG-3 Prostate Cancer Working Group 3
PD Pharmacodynamic(s)
PEQ Patient Experience Questionnaire
PFS Progression-free survival
P-gp P-glycoprotein
PI3 Phosphoinositide 3-kinase
PK Pharmacokinetic(s)
PPS Per protocol Set
PR Partial response
PRO Patient Reported Outcome
PSA Prostate-specific antigen
PSMA Prostate-specific membrane antigen
QA Quality assurance
QC Quality control
QoL Quality of life
QTc Corrected QT interval
QTcF Corrected QT interval using Fridericia’s formula
RBC Red blood cell
RECIST Response Evaluation Criteria in Solid Tumors
RP2D Recommended Phase 2 dose
RT-PCR Reverse transcription polymerase chain reaction
S1P Sphingosine-1-phosphate
SAE Serious adverse event
SAP Statistical analysis plan
SARS-CoV-2 Severe acute respiratory syndrome coronavirus 2
SAS Statistical Analysis Software
SD Stable disease
SoA Schedule of Activities
SOC Standard of care
SOP Standard operating procedure
SRE Skeletal-related events
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SSC Safety Steering Committee
SSE Symptomatic skeletal events
SUSAR Suspected unexpected serious adverse reaction
ty, Terminal phase half-life
TEAE Treatment-emergent adverse event
Tmax Time to first occurrence of Cmax
TMEP Transmembrane electron potential
UGT Uridine 5'-diphospho-glucuronosyltransferase
ULN Upper limit of normal
uUS United States
WBC White blood cell
WOCBP Woman of childbearing potential
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Investigator Agreement Page

Declaration of the Principal or Global Coordinating Investigator
<This page should be used for studies with EU sites but is not mandatory for US studies.>

Title: A Phase 1b/2a Multicenter Study of NOX66 and External Beam Radiotherapy in Patients
with Metastatic Castration-resistant Prostate Cancer and Other Solid Tumors

This study protocol (Version 4.0, dated 23 Nov 2022) was subjected to critical review and has
been approved by the Sponsor. The information it contains is consistent with the current
risk/benefit evaluation of the study drug as well as with the moral, ethical, and scientific
principles governing clinical research as set out in the Declaration of Helsinki, as amended in

1996 and the guidelines on Good Clinical Practice.

Principal or Global Coordinating Investigator

Signature Date

Name (block letters)

Title (block letters)

Institution (block letters)

Phone number
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Declaration of the National Coordinating Investigator <country-specific, please adjust as

required>

Title: A Phase 1b/2a Multicenter Study of NOX66 and External Beam Radiotherapy in Patients
with Metastatic Castration-resistant Prostate Cancer and Other Solid Tumors

This study protocol (Version 4.0, dated 23 Nov 2022) was subjected to critical review and has
been approved by the Sponsor. The information it contains is consistent with the current
risk/benefit evaluation of the study drug as well as with the moral, ethical, and scientific
principles governing clinical research as set out in the Declaration of Helsinki, as amended in
1996 and the guidelines on Good Clinical Practice.

National Coordinating Investigator

Signature Date

Name (block letters)

Title (block letters)

Institution (block letters)

Phone number
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Declaration of the Investigator

Title: A Phase 1b/2a Multicenter Study of NOX66 and External Beam Radiotherapy in Patients
with Metastatic Castration-resistant Prostate Cancer and Other Solid Tumors

All documentation for this study that is supplied to me and that has not been previously
published will be kept in the strictest confidence. This documentation includes this study
protocol (Version 4.0, dated 23 Nov 2022), Investigator's Brochure, EDC system/electronic CRF
(eCRF) and other scientific data.

The study will not be commenced without the prior written approval of a properly constituted
IRB or IEC. No changes will be made to the study protocol without the prior written approval of
the Sponsor and the IRB or IEC, except where necessary to eliminate an immediate hazard to the
participants.

I have read and understood and agree to abide by all the conditions and instructions contained in
this protocol.

Responsible Investigator of the Local Study Center

Signature Date

Name (block letters)

Title (block letters)

Institution (block letters)

Phone number
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