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Supplementary Materials

A Phase 1B Clinical Study of Combretastatin A1
Diphosphate (OXi4503) and Cytarabine (ARA-C) in
Combination (OXA) for Patients with Relapsed or
Refractory Acute Myeloid Leukemia

Fatih M. Uckun, Christopher R. Cogle, Tara L. Lin, Sanjive Qazi, Vuong N. Trieu and Gary
Schiller, Justin Watts

Table S1: OX1222 Phase I Study Patients Treated with OXi4503 in combination with Cytarabine
(OXA) according to dose cohorts of OXi4503.

Cohorts
1 2 3 4 5 6
3.75 mg..fm2 4.68 mg.fm2 6.25 mg..fm2 7.81 1ng.f“m2 9.76 mg.f’m2 12.2 1ng..f1n2
101-002 103-005 101-005 101-006 101-007 103-012
103-002 103-008 103-009 103-010 103-011 103-013
103-003 106-005 107-001 106-008 106-009 106-010
103-004 106-006 107-002 107-003 106-011
106-001 107-004
106-003 107-007
106-004 107-008
Total 7 4 4 3 7 4
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Table S2. Patient Characteristics and Demographic Features for Safety Population Treated with OXA
in OX1222 Study (N = 29).
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C1D1: Cycle 1 Day 1; FU: Follow-up; AML: acute myelogenous leukemia; MDS: Myelodysplastic

Syndromes; PD: Progressive disease; CR i: Complete response with incomplete hematologic recovery;

PR: Partial response; SD/RES: Stable disease/Refractory; NE: Not evaluable; CR: Complete response;
A: Alive; D: Dead; EOS: End of Study; NA: Not available; SAE: serious adverse event; HU:
hydroxyurea; DLI: donor leukocyte infusion; 5-AC: 5-Azacytidine; PBSCT: Peripheral blood stem cell

transplantation; SCT: stem cell transplant; 5AZA: deoxyazacytidine. IFI: Invasive fungal infection.
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Table S3. Incidence of adverse events of all grades by MedDRA PT (any CTCAE Grade) occurring in
patients treated with OXA in Study OX1222 regardless of any relationship with the study drug

0OXi4503.
Cohorts Total
MedDRA SOC 375 4.68 6.25 7.81 9.76 122 N=20
MedDEA PT mgm’ mgm’ mgm’ mgm’ mgm' mgm! n (%)
Blood and lymphatic system disorders
Anemia 4 2 1 1 2 1 11 (37.9)
D gm*m‘”“‘a'ﬁme‘i intravascular 0 0 0 0 0 1 13.4)
Febrile nevtropenia (FIV) 3 3 4 3 3 3 19 (65.5)
Leukocytosis 1 0 0 0 0 0 1(34)
Lymph node pain 1 0 0 0 0 0 1(34)
:zmrgpdﬁ oot 0 1 0 0 1 0 2 (6.9)
Pancytopenia 1 1 0 0 0 2(6.9)
Thrombocytopenia 0 1 0 0 0 134
Cardiac disorders
Simus bradycardia 0 0 1(3.4)
Sinus tachycardia 0 0 0 1 0 0 134
Tachycardia 1 1 1 1 2 0 6(20.7)
Eve disorders
Blepharitis 0 0 1 0 0 0 1(3.4)
Conjunctival hemorrhage 1 0 0 0 0 0 1(3.4)
Dry eye 1 0 0 0 0 0 134
Eeratitis 0 0 1 0 0 0 1(34)
Eye swelling 0 0 1 0 0 0 1(34)
Visual impairment 0 0 1 0 0 0 1(34)
Gastrointestinal disorders
Abdominal distension 0 0 1 0 0 0 1(34)
Abdominal pain 1 0 1 1 0 0 3(10.3)
Abdominal tendermess 1 0 0 0 0 0 1(34)
Anal pruvitus 0 0 0 1 0 0 134
Efg;ﬁ;‘::m 0 1 0 0 0 0 134
Constipation 1 2 1 0 3 0 7(24.1)
Diarrhea 3 1 3 1 1 1 10(34.5)
Dyspepsia 0 1 0 1 0 0 2(69)
Flamlence 0 1 0 1 0 0 2(6.9)
Gingival disorder 1 0 0 0 0 0 1(3.4)
Hematochezia 1 0 0 0 0 0 1(34)
Hemonrhoidal hemorrhage 0 0 1 0 0 0 134
Hemorrhoids 0 1 1 1 0 1 4(13.8)
Large intestinal hemorhage 0 0 0 0 1 0 1(3.4)
Lip ulceration 0 0 1 0 0 0 1(3.4)
Nausea 4 2 1 2 3 1 13 (44.8)
Oral pain 0 0 2 0 0 0 2(6.9)
Pancreatitis acute 1 0 0 0 0 0 1(34)
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Cohorts Total
MedDRA SOC 3.75 4.68 6.25 7.81 9.76 12.2 N=29
MedDEA PT mz/m’ mgfm! mz/m’ mgfm! mg/m’ mg’m! n (%0)
Proctalza 0 0 1 1] 0 0 134
Proctitis 0 1 0 1] 0 0 134
Rectal hemorthage 0 0 1 1] 0 0 134
Stomatitis 1 1 0 1] 1 1 4(13.8)
Tongue ulceration 0 1 0 1] 0 0 134
Toothache 1 0 0 0 0 0 134
Vomiting 3 0 1 1 2 0 7(24.1)
General disorders and administration site conditions
Asthenia 2 0 0 1] 0 1 3(103)
Aszillary pain 1 0 0 1] 0 0 134
Catheter site hemorrhage 1 0 0 1] 0 0 134
Chills 0 0 3 1 2 1 T(24.1)
Fatigue 4 1 0 1 0 0 6(20.7)
Influenza like illness 0 1 0 1] 0 0 134
Infusion site erythema 0 0 0 1] 1 0 1334
Infusion site pruritus 0 0 0 1] 1 0 134y
Infusion site thrombosis 0 0 0 1] 1 0 134
Localized edema 0 0 1 1] 0 0 134
Malaize 2 0 0 1] 0 0 2(69)
Edema 1 0 0 1] 0 0 134
Edema peripheral 0 0 0 2 1 1 4(13.8)
Paim 0 0 0 1 0 1 2(69)
Penpheral swelling 1 0 0 0 0 0 134
Pyrexia 1 1 2 0 0 0 4(13.8)
Hepatobiliary disorders
Cholecystitis 1 0 0 1] 0 0 1334
Infections and infestations
Atypical pnevmonia 0 0 0 1 0 0 134
Bacterenua 0 0 1 1 0 0 2(69)
Bacterial infection 0 2 0 1] 0 0 2(69)
?:;‘IF;H.OS]'.S ] 0 0 1 0 0 0 1(3.4)
Candida infection 0 0 1 0 0 0 134
Cellulitis 1 1 0 1] 0 0 2(6.9)
E]?;Tﬁm difficile 0 0 0 0 1 0 13.4)
Enterococcal infection 1 0 0 1] 0 0 1334
Escherichia bacteremia 0 1 0 1] 0 0 134
Liver abscess 1 0 0 0 0 0 1(3.4)
Oral herpes 0 0 0 1 0 0 134
Penorbital cellulitis 1 0 0 1] 0 0 134
Penrectal abscess 0 0 0 1 0 0 134
Pnenmonia 0 1 0 1] 0 2 3(103)
Theumonta klebsiella 0 0 0 0 1 0 1649
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Cohorts Total
MedDEA SOC 375 4.68 6.25 7.81 9.76 12.2 N=29
MedDEA PT 111g}'mI meg/m’ mg.l'm! m.gl'm! mga'mJ mgj‘mz n (%)
Sepsis 0 o 0 0 1 0 1(3.4)
Stnusitis fimgal 0 o 0 1 o 0 1(3.4)
Staphylococeal mfection 1 0 1 0 0 0 2(6.9)
Streptococeal bacteramia 0 o 0 0 1 0 1(3.4)
Injury, peisoning and procedural complications
Contusion 1 o 0 0 o 0 1(3.4)
Fall 0 o 0 1 o 0 1(3.4)
Wound 0 1 0 0 o 0 1(3.4)
Infusion related reaction 0 o 0 0 o 2 2(6.9)
Investizations
Actrvated parhal
thromboplastin time 1 o 0 ] o 0 1(3.4)
prolonged
mi;mmDMFM 1 ) 0 0 1 1 3(10.3)
i;:l::; e 1 0 0 1 0 2 4(138)
Blood alkaline pho=phatzse 0 0 0 0 0 1 134
mereased
Blood bilinubin increased 0 o 0 1 o 1 2(6.9)
Blood creatinine increased 0 1 D 1 o 1 3(10.3)
Blood fibrinogen decreased 2 o 0 1 1 1 5(17.2)
Blood potassium decreased 0 o 1 0 o 0 1(3.4)
Breath sounds abnormal 0 1 0 0 o 0 1(3.4)
Ejection fraction decraased 0 o 0 1 o 0 1(3.4)
E;“::;Ed“dmg‘“ ax 0 o 1 1 o 0 1(6.9)
Fibrin D-dimer increased 0 o 0 0 1 0 1(3.4)
e 0 1 0 1 0 0 2(69)
ratio mereased
Lipase mereased 1 ] ] 0 ] 0 1(3.4)
Meutrophil count decreased 2 o 0 1 1 0 4(13.8)
Platelet count decreased 2 2 0 1 1 1 7(24.1)
Prothrombin time prolonzed 1 o 0 0 o 0 1(3.4)
Transaminases mereased 0 ] 1 0 ] 0 13.4)
L""r?::;”d e 0 0 0 1 1 0 2(69)
::::31”’”‘1 el o 1 ) 0 0 ) 0 134
Metabolizm and nutrition dizorders
Decreased appetite 0 ] 0 2 ] 0 2{6.9)
Dehydration 1 o 0 0 o 0 1(3.4)
Fhuid overload 0 o 0 0 1 0 1(3.4)
Hyperammonamiz 0 o 0 0 o 1 1(3.4)
Hyperchloremia 1 o 0 0 o 0 1(3.4)
Hyperghycemia 0 o 2 0 o 0 2(6.9)
Hyperkalemia 0 1 0 0 o 0 1(3.4)
Hypermagnesemia 1 ] 0 0 ] 0 13.4)
Hyperuricemiz 1 o 0 1 o 0 2(6.9)
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Cohorts Total
MedDRA SOC .75 4.68 6.25 7.81 9.76 12.2 N=29
MedDEA PT mg/m’ mgm’ mgm’® megm’ mgm’ mgm’ n (%)
Hypocalcemia 0 1 0 0 0 0 1(34)
Hypokalemma 2 1 1 1 0 0 5(17.2)
Hypomagnesenua 0 /] ] ] ] 1 1(3.4)
Hyponatrexma 0 1 0 1 0 0 2(69)
Hypophosphateniia 1 0 1 1 0 0 3(10.3)
Metabolic acidosis 0 0 1 0 0 0 1(34)
Musculockeletal and connective tissue disorders
Arthralgia 0 1 0 0 0 0 1(34)
Back pam 2 1 1 1 0 0 5(17.2)
Bone pain 0 o 2 1 1 1 5(17.2)
Muscle spasms 0 1 0 0 0 0 134
Musculoskeletal stiffness 0 0 0 0 1 0 1(34)
Meck pain 0 0 0 0 1 0 1(34)
Pain in jaw 0 0 0 0 2 0 2(8.9)
Nervous system dizorders
Cerebrovascular accident 0 o ] 1 ] ] 1(3.4)
Cogmiftre disorder 0 o 0 1 0 0 1(34)
Dizzimess 1 o 0 2 0 0 3(10.3)
Dry=arthnia 0 o 0 0 0 1 134
Embolic stroke 0 0 0 1 0 0 1(34)
Facial paresis 0 0 0 1 0 0 1(34)
Headache 1 0 1 1 2 3 8 (27.6)
Hypoesthesia 0 1 0 0 0 0 1(34)
Weuropathy peripheral 0 o 1 0 0 0 1(34)
Tremor 0 o 0 0 0 1 1(34)
Smus headache 0 o 0 0 0 1 134
Psychiatric disorders
e i itk 1 0 0 0 0 0 1634
Ansety 1 2 0 0 0 0 3(10.3)
Confusional state 0 o 0 0 0 1 134
Deelimmm 0 o 0 0 0 1 134
Diepression 0 0 0 0 1 0 1(34)
Insomnia 3 1 0 0 0 0 4(13.8)
Renal and urinary disorders
Acute kidney injury 0 2 0 0 0 0 2(8.9)
Unnary hesitation 0 o 0 1 0 0 1(34)
Unnary meontinence 0 o 0 0 0 1 1(34)
Unnary retention 0 o 0 1 0 0 134
Respiratory, thoracic and mediastinal disorders
Atelectasis 0 0 0 1 0 0 1(34)
Cough 1 1 0 1 0 0 3(10.3)
Dry=pnea 0 1 1 0 0 0 2(8.9)
Dry=pnea exertional 1 0 0 1 0 0 2(8.9)
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Cohorts Total
MedDRA SOC 3.75 4.68 6.25 7.81 9.76 12.2 N=29
MedDRA PT mgm' mgm' mgm’ mgm' mgm' mgm’ n (%)
Epistaxis 1 i] 0 1 2 0 4(13.8)
Hemoptysis 0 0 0 1 ) 0 1G4
Hypoxia il ] 1 0 1 1 3(10.3)
Nasal congestion 0 0 1 0 0 0 1{(3.4
Orvopharyngeal pam 0 1 1 0 1 0 3(10.3)
Plenral effusion 0 1 2 0 ] 0 3(10.3)
Pulmonary mass 0 o 1 0 o 0 134
Pulmonary edema il i] il 1 ] 1 2(6.9)
mﬁ-ﬂiw 0 0 1 0 o 0 164
Resprratory failure 0 ] 0 0 1] 1 1(3.4)
Tachypnea i 1 0 0 ] 0 1(34)
Skin and subeutaneous tissue disorders
Eechymasis 0 0 1 0 1 0 2(6.9)
Eczema 1 ] 0 0 ] 0 1(3.4)
Erythema 1 ] 0 0 ] 0 1(3.4)
Might sweats 0 i] 1 0 ] 0 1(3.4)
Petechiae ] ] 1 0 o 0 1{34)
Prurifus 0 ] 0 1 1 0 2(6.9)
Rash 1 i] il 1 ] 0 2(6.9)
Rash macular 1 ] 0 0 0 0 1(3.4)
Rach maculo-papular 0 o 0 0 2 0 2(6.9)
Skin mass 1 ] 0 0 ] 0 1(3.4)
Skin ulcer ] i) 0 0 1 0 1{3.4)
Vazeolar disorders
Deep vein thrombosis 1 ] 0 ] ] 0 1(3.4)
Hematoma 1 ] 0 ] 0 0 1(3.4)
Hypertension 2 ] 1 1 2 2 8(27.6)
Hypotension 3 0 0 0 0 1 4(13.8)
Onwthostanie hypertension 0 ] 0 1 0 0 1(3.4)
Onthestatic hypotension 0 i) 0 1 o 0 1(3.4)
Systolic hypertension 0 0 0 b 1 0 1{34)
Thrombephlebitis 1 0 0 D ) 0 134)

Note: When the same event was reported twice for the same patient, it was only counted once, and
the highest grade was captured.
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Table S4. Incidence of adverse events CTCAE Grade 3-5 by MedDRA PT occurring in patients treated
with OXA in Study OX1222 regardless of any relationship with the study drug OXi4503.

MedDRA SOC Cohorts Total
MedDRA PT .75 4.68 6.25 7.51 9.76 12.2 N=129

|:|1g."|11z |1:Lg.’mz |:|lg,"|1:12 |1:Lgfmz mg/m’ mgfm1 n (%)
Blood and lymphatic system disorders

Anemia 4 2 1 1 2 1 11 (37.9)
Grade 3 3 2 1 1 2 1 10 (34.5)
Grade 4 1 0 ] 0 0 0 1{34)

Febrile nentropenia 3 3 4 3 3 3 19 (65.5)
Grade 3 3 3 4 3 3 3 19 (63.5)

Lenkocytosis 1 0 0 0 0 0 13.4)
Grade 5 1 0 o 0 ] ] 1(3.4)

Neutropenia ] 1 0 0 1 0 1 (6.9)
Grade 4 0 1 ] 0 1 0 2{6.9)

Pancytopenia 1 0 1] 0 0 0 1{34)
Grade 4 1 0 ] 0 0 0 1{34)

Thrombocytopenia 0 1 0 0 0 0 1(3.4)
Grade 4 0 1 ] 0 0 0 1{34)

Cardiac disorders

Tachycardia 1 0 1] 0 1 0 1(69)
Grade 3 1 0 ] 0 1 0 2{6.9)

Gastrointestinal disorders

Rectal hemorrhage 0 0 1 0 0 0 1{34)
Grade 3 0 0 1 0 0 0 1{34)

Stomatitis 1 0 1] 0 0 0 1{34)
Grade 3 1 0 ] 0 0 0 1{34)

General disorders and administration site conditions

Fatige 1 0 0 0 1(3.4)
Grade 3 1 0 ] 0 0 0 1{34)

Infections and infestations

Atypical poeumonia 0 0 1] 1 0 0 1{3.4)
Grade 3 0 0 ] 1 0 0 134

Bacteremia ] 0 1 1 0 0 1 (6.9)
Grade 3 0 0 1 1 0 0 2{6.9

Bacterial infection 0 1 1] 0 0 0 1(3.49)
Grade 3 0 1 ] 0 0 0 134

f;:;“g';ﬂg:‘il:’““” 0 0 1 0 0 0 13.4)
Grade 5 0 0 1 0 0 0 134

Cellulitiz 0 1 1] 0 0 0 1{3.4)
Grade 3 0 1 ] 0 0 0 134

Liver abscess 1 0 1] 0 0 0 1{3.4)
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MedDRA S0C Cohorts Taotal
MedDRA PT 375 468 6.5 781 976 122 N-29
mg/m’  mgm’ mg/m’ mgm’  mgm’ mgm’ n (%)
Grade 3 1 0 ] ] 0 0 1(3.4)
Periorbital cellulitiz 1 0 1] 0 0 0 1(3.4)
Grade 3 1 0 ] ] 0 0 1(3.4)
Perirectal abscess 1] 0 1] 1 0 0 1(3.4)
Grade 3 i) ] i) 1 ] ] 1(33.4)
Poeumonia 0 0 0 0 0 2 1(6.9)
Grade 3 0 0 0 0 0 3 2(6.9)
Pueumonia Klebsiella 0 0 0 0 1 0 1(3.4)
Acteremia
Grade 3 ] 0 ] ] 1 0 134
Sepsis 0 0 0 0 1 0 13.4)
Grade 4 ] 0 ] ] 1 0 1(3.4)
Simmsitis fungal 0 0 0 1 0 0 13.4)
Grade 5 ] ] ] 1 ] ] 134
Streptococcal bacteremia 1] 0 1] 0 1 0 1{3.4)
Grade 3 ] 0 ] ] 1 0 134
Investigations
Alanine aminotransferase 0 0 0 0 1 1 2(69)
Grade 3 ] 0 ] ] 1 1 2(6.9)
i‘;::’e: aminotransferase 1 0 0 0 0 1 2(69)
Grade 3 1 0 ] ] 0 1 2(6.9)
E:;:::”“"‘ phosphatase 0 0 0 0 0 1 13.4)
Grade 3 ] 0 ] ] 0 1 134
Bleod bilirubin increaszed 1] 0 1] 0 0 1 13.4)
Grade 3 ] 0 ] ] 0 1 134
Blood fibrinogen decreased 1 0 0 0 0 0 1(34)
Grade 3 1 0 ] ] 0 0 134
Ejection fracton decreased 1] 0 1] 1 0 0 1{3.4)
Grade 3 ] 0 ] 1 0 0 1(3.4)
Lipase increased 1 0 0 0 0 0 13.4)
Grade 3 1 ] i) ] 0 0 134
Neutrophil count decreased 2 0 1] 1 1 0 4(13.58)
Grade 3 1 0 ] ] 1 0 2(6.9)
Grade 4 1 0 i) 1 ] ] 2(6.9)
Platelet count decreased 2 2 0 1 1 1 Ti{24.1)
Grade 3 i) ] i) ] 1 0 134
Grade 4 2 2 ] 1 0 1 6(20.7)
Prothrombin time prolonged 1 0 1] 0 0 0 1{3.4)
Grade 3 1 0 ] ] 0 0 1(3.4)
\White blaod cell count 0 0 0 1 1 0 2(69)
Grade 4 ] 0 ] 1 1 0 134
Eziz::";”’d cell count 1 0 0 0 0 0 1(3.4)
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MedDRA S0OC Cohorts Total
MedDRA PT 375 4.68 6.25 7.81 9.76 122 N=19
mg/m’  mgim’ mg/m’ mg/m’ mgm’ mg/m’ n (%)
Grade 3 1 0 ] 0 0 0 1334
Metabolism and nutrition disorders
Dehydration 1 L] 1] L] 0 a 134
Grade 3 1 0 ] 0 0 0 1(34)
Hyperglycemia 0 0 1 0 0 0 1(3.4)
Grade 3 ] 0 1 0 0 0 1(3.4)
Hypermagnesemia 1 0 0 0 0 0 1(3.4)
Grade 3 1 0 0 0 0 0 1334
Hyperuricemia 1 0 I} 0 0 0 1{3.4)
Grade 4 1 ] 0 ] ] 0 1(34)
Hypokalemia 2 1 I} 0 0 0 3 (10.3)
Grade 3 1 1 0 0 0 0 2(6.9)
Grade 4 1 0 0 0 0 0 1(3.4)
Hyponatremia ] 0 0 1 0 0 1(3.4)
Grade 3 o 0 0 1 0 0 1(3.4)
Hypophosphatemia 1 L] 1 L] 0 a 2(6.9)
Grade 3 ] 0 1 0 0 0 1334
Grade 4 1 0 ] 0 0 0 1334

Musculoskeletal and connective tissue disorders

Back pain 1 0 0 0 1¢3.4)
Grade 3 1 0 0 0 0 1(3.4)
Nervous system disorders
Cognitive disorder 0 0 0 1 0 0 1¢3.4)
Grade 3 0 0 0 1 0 0 1(3.4)
Dysarthria 0 0 0 0 0 1 1(3.4)
Grade 3 ] 0 ] 0 0 1 1{34)
Embolic stroke 0 0 I} 1 0 0 1(3.4)
Grade 4 ] 0 0 1 0 0 1{3.4)
Facial paresis 0 0 0 1 0 0 1(3.4)
Grade 3 0 0 0 1 0 0 1034
Renal and urinary disorders
Acute kidoey injury ] 1] L] 134
Grade 4 0 1 0 0 0 1{34)
Respiratory, thoracic and mediastinal disorders
Hypoxia 0 0 1 0 1 1 3 (10.3)
Grade 3 ] 0 1 0 1 1 3(10.3)
Pulmonary edema 1] L] 1] L] 0 1 1{3.4)
Grade 3 il 0 ] 0 ] 1 1334
Respiratory failure 0 0 I} 0 0 1 1{3.4)
Grade 4 ] 0 0 0 o 1 1(34)
Vascular disorders
Hypertension 1 0 0 1 1 2 5(17.2)
MedDRA SOC Cohorts Total
MedDRA PT 3.75 4.68 6.25 7.81 9.76 12.2 N=29
mgm’ mg/m’ |:|Jg,"|1:12 mg/m’ mgfmz mg/m’ n (%)
Grade 3 1 0 0 1 1 2 5(17.2)
Hypotenszion 1 0 0 0 0 1 (69
Grade 3 1] ] /] ] ] 1 1(3.4)
Grade 4 1 ] /] ] ] o 1(3.4)
Orthostatic hypotension 1] 0 1] 1 L] 0 13.4)
Grade 3 o 0 0 1 ] ] 134

10
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Note: When the same event was reported twice for the same patient, it was only counted once, and

the highest grade was captured.

Table S5. All Severe Adverse Events (SAEs) Occurring After Treatment with OXA in the OX1222

study.
. - SAF Reported Term — Kelatedness with .
Patient No. Cohort® (CTCAE Grade) OXG4503 SAF Outcome Action Taken
Leukocytosis [Disease Permanently
101-002 1 Progression] (5) Mot related Mot recovered Fatal discomtinnad
103-002 1 Tachycardia (3) Not related Recovered, without None
sequelae
. Fecovered, without
103-002 1 Pancytopenia (4) Mot related sequelae Hone
103-002 1 Oral Mucositis (3) Mot related Recovered, without Noma
sequelae
) Recovered, without
103-003 1 Neutropemc Fever (3) Mot related sequelze Mons
. Recovered, with
103-003 1 Hepatic Abscess (3} Mot related sequelae Hone
106-001 1 Penorbital cellulibis Mot related Recovered, with Mons
(3 sequelae
. Fecovered, without
106-001 1 Hypotension (4) Mot related sequelae Hons
. Probably Mot Fecoverad, without
106-004 1 Neutropemic Fever (3) Ralated sequelae MNons
106-004 1 Pyrexia (1) Possiblyrelated  -covered: without Hons
sequelae
. Fecovered, without
103-0035 2 Neutropenic fever (3) Mot related serquelze Hone
Gram negative rod, Probably Mot Fecovered, without
103-005 2 bacterial infection (3) Felated sequelae Monea
Cellubtis of lower left Fecovered, without
106-003 2 leg [<hin] (3) Mot related sequelae Mone
106.005 3 Febrile Mentropenia Mot ralated Fecoverad, without Mone
(3 sequelae
106-006 2 Neutropenic Fever (3)  Possibly related R“""“‘::"q“’u‘h:‘:“‘“‘“ None
106-006 2 Pyrexia () Possibly related Mot recovered Mone
Worsening of Acute Fecovered, without Dose delayed for
106-006 2 Kidney Injury (4) Mot related sequelze OXi4503 and ARA-C
103-002 3 Febnle Neutiopezia Mot related Recovered, without None
(33 sequelze
. Probably Mot Fecoverad, without
103-00% 3 Rectal Bleeding (3} FRelsted sequelae Mone
. Probably Mot Fecovered, without
101-005 3 Bacterenua (3) Related sequelae Mone
Asparzilins Permanently
107-002 3 ome i (5) Mot related Mot recovered Fatal discomfimned
. Fecovered, without
103-010 4 Neutropenie fever (3) Related sequelae Monea
103-010 4 Perirectsl Abscess (3) Mot related Recovered, without Mons
sequelae
Orthostatic Fecoverad, without
106-008 4 Hy ion (3) Mot related sequelae Mone
106-008 4 Imvasive Fungal Mot related Not recoveredFatal Mone
Smusitis (3)
. Probably Mot Recovered, with Permanently
106-008 4 Stroke (embolic) (4) Related sequelae discontinued

11
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S12 of S20

. - ,  SAF Reported Term  ERelatedness with .
Patient No. Cohort# (CTCAE Crade) OXG4203 SAFE Outcome Action Taken
Klebsiella poeumonia Recovered, without Dose delayed for
103-011 3 bacteremaa (3) Hot related sequelae ARA-C
Febnle Nentropema Probably Mot Fecoverad, without
106-009 5 ) S el Mona
107-003 5 Neutropenia (4) Unlikely Related ~ Toecovered. without None
o - sequelae
107-008 5 Sepsis (4) Unrelated Recovered, without Nene
sequelae
107-008 5 Pi“g"essé;‘; dizease Unrelated Mot recovered Fatal None
,"-fc.cute ]:t}'p_mcic
103-012 § respiratory falwe (4) b bl related Mot recovered Mons
secondary to
PoeUmona
106-011 6 Hypotension (3) Possibly related Recovered Mone
106-011 g  Luslnfection(mult- o g Not recovered None

focal poeumonia) (3)

12



Cancers 2019, 11 S13 of S20

Table Sé6. Incidence of SAEs occurring after treatment with OXA by MedDRA PT (any CTCAE Grade)
regardless of any relationship with the study drug OXi4503.

MedDRA SOC Cohorts Total
MedDRAI PT .75 4.68 6.25 7.81 9,76 12.2 N=1219

mgm' mgm' mgm' mgm’ mg/m'  mg/m’ n (%)

Blood and lymphatic system disorders

Febrile nentropenia 2 3 1 1 1 1] 3(27.6)
Grade 2 2 3 1 1 1 ] 3(27.6)
Lenkocytosiz 1 0 0 0 0 0 1(3.4)
Grade 5 1 0 0 0 0 ] 134
Neutropenia 0 0 0 0 1 0 1(3.4)
Grade 4 ] 0 0 0 1 ] 134
Pancytopenia 1 0 0 0 0 0 1(3.4)
Grade 4 1 0 0 0 0 ] 134
Cardiac disorders
Tachyeardia 1 0 0 0 1] 1{34)
Grade 3 1 0 0 0 ] 1(34)
Gastrointestinal disorders
Rectal hemorrhage 1] 0 1 0 0 1] 1{34)
Grade 2 ] 0 1 0 0 ] 134
Stomatitis 1 0 0 0 0 1] 1{34)
Grade 2 1 0 0 0 0 ] 134
;ﬂﬁf E;;d’:ﬁr} 1 1 0 0 0 0 3 (6.9)
Infections and infestations
Bacteremia 1] 0 1 0 0 1] 1{34)
Grade 2 ] 0 1 0 0 ] 134
Bacterial infection 1] 1 0 0 0 1] 1{34)
Grade 2 ] 1 0 0 0 ] 134
f‘;;m':“““” 0 0 1 0 0 0 1(3.4)
Grade 5 ] 0 1 0 0 ] 134
Cellulitiz 1] 1 0 0 0 1] 1{34)
Grade 2 ] 1 0 0 0 ] 134
Liver abscess 1 0 0 0 0 1] 1{34)
Grade 2 1 0 0 0 0 ] 134
Periorbital cellulitiz 1 0 0 0 0 1] 1{34)
Grade 2 1 0 0 0 0 ] 134
Perirectal abscess 1] 0 0 1 0 1] 1{34)
Grade 2 ] 0 0 1 0 ] 134
Poeumonia 1] 0 0 0 0 1 1{34)
Grade 2 ] 0 0 0 0 1 134
Prenmonta klebsiella 0 0 0 0 1 0 1(3.49)
Grade 2 ] 0 0 0 1 ] 134
Sepais o ] 0 ] o 1(3.4)

13
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MedDRA SOC Cohorts Total
MedDEA PT 3.75 4.68 6.25 7.81 9.76 12.2 N=19
ms/m’ mgm’ mgm’ mg/m’ mg/m’ mg/m’ n (%)

Grade 4 /] ] 0 1] 1 il 1(34)

Sinusitis fungal 0 0 0 1 0 0 1(34)
Grade 5 /] 0 0 1 0 i 1(34)

Nervous system disorders

Embolic stroke 0 1 1(3.4)
Grade 4 0 1 1(3.9)

Renal and urinary disorders

Acute kidney injury 0 1 0 0 1(3.4)
Grade 4 ] 1 0 0 1{34)

Respiratory, thoracic and mediastinal disorders

Respiratory failure 0 0 0 0 0 1 1(3.4)
Grade 4 o 0 0 0 0 1 1(3.4)

Vascular disorders

Hypotension 1 L] 0 0 0 1 1(69)
Grade 3 0 0 0 0 0 1 1(34)
Grade 4 1 0 0 0 0 o 1(34)

Orthostatic kypotension 1] 0 0 1 0 ] 1(34)
Grade 3 /] /] 0 1 0 o 1(34)

Note: When the same event was reported twice for the same patient, it was only counted once, and

the highest grade was captured.

Table S7. Incidence of laboratory abnormalities® CTCAE Grade 3-4 by MedDRA PT regardless of any

relationship with the study drug OXi4503.

Cohorts Total
MedDRA SOC CTCAE
I\;edDRA PT Grade 3.75 4.68 6.25 7.81 9.76 12.2 N=29
mgm’ mgm’ mg/m' mgm’ mgm’ mg/m’ n (%)
Investigations
Alanine
anunotransferase Grade 3 0 a 0 0 1 1 2(6.9)
increased
Aspartate
anunotransferase Grade 3 1 a 0 0 0 1 2(6.9)
increased
Blood alkaline
phosphatase increased Grade 3 0 0 0 0 0 1 1(3.4)
Blood bilirubin Grade 3 0 0 0 0 0 1 1(3.4)
increased
Blood fibrinogen
decreased Grade 3 1 0 0 0 0 0 1(3.4)
Lipase increased Grade 3 1 0 0 0 0 0 1(3.4)
Neutrophil count Grade 3 1 0 0 0 2 0 2(6.9)
decreased Grade 4 1 0 0 1 0 0 2(6.9)
Platelet count Grade 3 0 0 0 0 1 0 1(34)
decreased Grade 4 2 2 0 1 0 1 6(20.7)
Prothrombin time Grade 3 1 0 0 0 0 0 13.4)
prolonged
White blood cell ”
count decreased Grade 4 0 0 0 1 1 0 2(6.9)
White blood cell Grade 3 1 0 0 0 0 0 1(34)
count increased

Note: When the same event was reported twice for the same patient, it was only counted once, and

the highest grade was captured. *This table includes lab abnormalities reported as adverse events.

14
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Table S8. Incidence of OXi4503-related AEs by MedDRA PT (any CTCAE Grade).

515 of S20

’*ﬁ,‘.’.ﬂf‘{ﬁ’f ERT 168 61F 781 976 122 If :::;
mg/m? mg/m? mg/m? mg'm’ mg/m? mg/m? n (%)
Blood and lymphatic system disorders
Amnemia 1 1 0 1 1 0 4(13.8)
Definitely related 1 0 0 0 0 0 134
Poszibly related 0 1 0 1 1 0 3(10.3)
Probably related 1 0 0 0 0 0 134}
:’;:;“nf;;::’d intravaseular 0 0 0 0 0 1 1(3.4)
Definitely related 0 D 0 0 ] 1 1(3.4)
Febrile nentropenia 0 1 2 3 1 1 5(27.6)
Definitely related 0 0 0 1 0 0 1{3.4)
Poszibly related 0 1 0 1 1 1 4(13.8)
Probably related 0 0 2 1 0 0 3¢10.3)
Neutropenia 0 1 0 0 0 0 1{3.4)
Possibly related 0 1 0 0 0 0 134}
Pancytopenia 0 0 1 0 0 0 1(3.4)
Possibly related 0 0 1 0 0 0 134}
Thrombocytopenia 0 1 0 0 0 0 1(3.4)
Possibly related 0 1 0 0 ] o 1(3.4)
Gastrointestinal disorders
Constipation 1 0 0 0 0 0 1(3.4)
Possibly related 1 D o 0 ] o 1(3.4)
Diarrhea 0 0 1 0 0 0 1(3.4)
Possibly related 0 D 1 0 ] o 1(3.4)
Namsea 1 0 1 0 2 0 4(13.8)
Posaibly related 1 0 0 0 2 0 3(10.3)
Probably related 0 0 1 0 0 0 1{3.4)
Proctalzia 0 0 1 0 0 0 1(3.4)
Probably related 0 0 1 0 0 0 1(3.4)
Vomiting 1 0 0 0 1 0 2(6.9)
Possibly related 0 0 0 0 1 0 134}
Probably related 0 0 1 0 0 0 13.4)
General disorders and administration site conditions
Chills 0 L] 3 L] 0 ] 3(10.3)
Probably related 0 0 1 0 0 0 134}
Possibly related 0 0 2 0 0 0 2(6.9)
Edema 1 0 0 0 0 0 1(3.4)
Possibly related 1 D 0 0 ] o 1(3.4)
Pain 0 0 0 1 0 0 1(3.4)
Possibly related 0 D 0 1 ] o 1(3.4)
Pyrexia 0 0 2 0 0 0 1(6.9)
Probably related 0 0 2 0 0 0 2(6.5)

Infections and infestations

15
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S16 of S20
MedDRA SOC Cohorts Total
MedDRA PT 3.75 4.68 6,25 7.51 9.76 12.2 N=1%
me'm’ me/m’ me/m’ mg'm’ me/m’ mg/m’ n (%)
Bacteremia L] L] 1 L] 0 1] 1(3.4)
Probably related 0 ] 0 1 0 0 10(34)
Poeumonia 0 0 0 0 0 1 1(3.4)
Poszibly related 0 ] 0 0 0 1 10(34)
Investigations
ﬁ?ﬁmﬂ:galﬁme prolonged ! 0 0 0 0 0 1(3.4)
Probably related 1 0 0 0 ] 0 103.4)
lanine fminotransferae 1 0 0 0 0 1 2(69)
Definitely related 1 ] 0 0 0 0 1(3.4)
Possibly related 0 0 0 0 0 1 1(34)
Aspartate aminotransierase 1 0 0 0 0 1 2(69)
Definitely related 1 0 0 0 0 0 1(3.4)
Posszibly related 0 ] 0 0 0 1 10(34)
Blood bilirubin increased L] L] ] 1 0 1 1(69)
Possibly related 0 0 0 1 i 1 2(6.9)
Blood fibrinogen decreaszed 1 L] ] 1 1 1 5(17.2)
Poszibly related 0 ] 0 1 0 0 10(34)
Definitely related 2 0 0 0 1 1 4(13.8)
Fibrin D-dimer increased L] L] 0 L] 1 1] 1(34)
Probably related 0 0 0 0 1 0 1(3.4)
I]::ﬁnna] normalized ratio i a 0 1 0 0 1(3.4)
Poszibly related 0 ] 0 1 0 0 10(34)
Neutrophil count decreazed 2 L] 0 1 1 1] 4(13.8)
Poszibly related 1 ] 0 0 1 0 2(69)
Possibly related 1 0 0 1 i 0 2(69)
Platelet count decreased 2 1 0 1 1 I} S(17.2)
Possibly related 0 1 0 1 1 0 3(10.3)
Probably related 2 ] 0 0 0 0 2(69)
Prothrombin time prolonged 1 L] 0 L] 0 1] 1(3.4)
Probably related 1 ] 0 0 0 0 10(34)
\White blaod cell count 0 0 0 1 1 0 2(69)
Possibly related 0 0 0 1 1 0 2(6.9)
Metabolism and nutrition disorders
Hyperammonemia 0 0 0 0 0 1 1(34)
Possibly related 0 0 0 0 0 1 1(3.4)
Hyperkalemia 0 1 0 0 0 I} 1(34)
Possibly related 0 1 0 0 0 0 1(3.4)
Hyperuricemia 0 1] 0 1 0 I} 1(34)
Possibly related 0 0 0 1 i 0 103.4)
Hypocalcemia 0 1 0 0 0 0 1(34)
Possibly related 0 1 0 0 0 0 1(3.4)
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S17 of S20
MedDRA SOC Cohorts Total
AMedDRA PT 3.75 4.68 6.15 7.81 9.76 11.2 N=19
mg'm? mgm® mgm? mgz'm’ me/m® mg/m’ n (%)
Hypokalemia 1 0 0 0 0 ) 1(3.4)
Possibly related 1 0 0 0 0 0 1(3.4)
Hypomagnesemia 0 0 0 0 0 1 1(3.4)
Poszibly related 0 0 0 0 0 1 1334
Musculozkeletal and connective tissue disorders
Back pain 0 0 0 1 0 0 1(3.4)
Possibly related 0 0 0 1 0 ] 1(3.4)
Bone pain 0 0 1 1 1 1 4013.9
Defimtely related 0 ] (] 0 1 1 2(69)
Posaibly related ] ] 1 1 0 0 2(69)
Pain in jaw 0 0 0 0 1 ] 1(3.4)
Definitely related 0 0 0 0 1 0 1(3.4)
Nervous system disorders
Headache 0 0 0 0 1 1 21(6.9)
Defimtely related ] ] (] ] 0 1 134
Possibly related 0 0 0 0 1 0 1334
Psychiatric disorders
Delirium L] 0 1] L] 0 1 13.4)
Possibly related 0 0 0 0 0 1 1(3.4)
Eenal and urinary disorders
Urinary incontinence L] L] 0 L] ] 1 1(3.4)
Defimtely related 0 ] 1] 0 0 1 1(3.4)
Respiratory, thoracic and mediastinal disorders
Respiratory failure 0 0 0 0 0 1 1¢3.4)
Possibly related 0 0 0 0 0 1 1(3.4)
Skin and subcutaneous tissue disorders
Petechine 0 0 1 L] 0 0 1{3.4)
Posaibly related ] 1 0 13.4)
Vascular disorders
Hypertension 1 0 1 1 2 2 7(24.1)
Possibly related 1 0 1 0 0 1 2 (6.9)
Probably related 0 0 0 1 2 0 3(10.5)
Definitely related 0 0 0 0 1 1 2(69)
Hypotension L] 1] 0 o 1] 1 1(3.4)
Possibly related 0 0 0 0 0 1 1033.4)

Note: When the same event was reported twice for the same patient, it was only counted once, and

the highest grade was captured.
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Table S9. OXi4503-related Grade 3/4 AEs and Survival Outcome in Study OX1222 patients treated

with OXA. There were no incidences of drug-related Grade 5 adverse events.

. ., ] Related SAE . Other Therapy Time to Death or Last Survival Status .
Patient ID  Cohort# Reported Term (Grade) (Yes/No) EOS Reason Dost EOS FU after C1D1 (Days) at Last FU Cause of Death
Fibrinogen decrease (3) No
101-002 1 Hypokalemia (3) No LOE HU 30 D PD
Neutrophil count decrease (3) No
106-004 1 Hypertension (3) No CRi—DLI DLI 535 D PD
Platelet count decrease (4) No
3
103-004 1 Neut il count decrease (4) No LOE Not reported 106 D PD
PT increased (3) No
AST increase (3) No
3-002 B
103-00, 1 ad), No LOE Not reported 77 D PD
Platelet count decreased (4) No
103-003 1 None No PD Not reported 87 D PD
106-001 1 None No D Not reported 172 D PD
106-003 1 None No NE Not reported 40 D NR/LFU
106-005 2 None No D 7+3:HU 285 D PD
Febrile neutropenia (3 - SAE) Yes
Wi d anemia (3] N
106-006 2 orsened ancxia (3) ° CRi Mylotarg, 5-AC 521 D PD
Platelet decrease (4). No
Neutropenia (4) No
103-005 2 Platelet count decrease (4) No LOE CAFFdA, Allo- 212 D PD
PBSCT
103-008 2 None No LOE None 48 D PD
101-005 3 Febrile neutropenia (3) No LOE Takafi 119 D PD
103-009 3 None No CR—SCT SCT. SAZA 434 D PD
107-001 3 Febrle neutropenia (3) Yes LOE P 191 D NR
Aspergillus
107-002 3 None No LOE NA 59 D pneumonia
(Unrelated)
A : Related SAE Other Therapy Time to Death or Last  Survival Status 5
PatientID  Cohort# Reported Term (Grade) (Yes/No) EOS Reason post EOS FU after C1D1 (Days at Last FU Cause of Death
Febrile neutropenta(3), No Tnvasive fungal
106-008 4 WBC decrease (4), No Unrelated SAE NA 61 D o ISV IER
" sinusitis (Unrelated)
Hypertension (3) No
Febrile nevtropenia (3 - SAE) Yes
103-010 4 Platelet count decrease (4). No LOE 5-AC. Nexavar 135 D PD
Anenna worsening (3) No
Febrile neutropenia (3) No
101-006 4 Bacteremia (3) No LOE Velcade, HU 113 D PD
Neutrophil count decreased (4) No
Neutrophil count decrease (3), No
= Platelet count decrease(3). No e P
106-009 5 WBC decrease (4), No LOE SAZA 232 D NR/HOS
Hypertension (3) No
107-003 5 Febrile neutropenia (3) No LOE Allo PBSCT 720 A NA
103-011 5 Worsening anemia (3) No LOE LDAC 208 D PD
101-007 5 None No LOE NR 303 D PD
107-004 5 None No LOE NA 114 D PD
107-007 5 None No LOE NA 69 D PD
107-008 5 None No LOE NA 66 D PD
Hypertension (3). N
AST increase (3), '\Ig
103-012 6 Febrile acutropenia (3). No PD NA 34 D PD and SAE
Poeumonia (3). No
Acute hypoxic respiratory failure resulting from i, A
pneumonia (4~ SAE) =
103-013 6 None No LOE - 77 PD
3 LOE and ; ;
106-010 6 Hypertension (3) No ARA-CNT NR/LFU 127 NR/LFU
Hypotension (3) Yes ey x
106-011 6 Blood bitinubin increased (3) No LOE NR/LFU 58 D D

C1D1: Cycle 1 Day 1; FU: Follow-up; AML: acute myelogenous leukemia; MDS: Myelodysplastic

Syndromes; PD: Progressive disease; CR i: Complete response with incomplete hematologic recovery;
SD/RES: Stable disease/Refractory; NE: Not evaluable; CR: Complete response; A: Alive; D: Dead;
EOS: End of Study; NA: Not available; LOE: Loss of efficacy; SAE: serious adverse event; HU:
hydroxyurea; DLI: donor leukocyte infusion; 5-AC: 5-Azacytidine; PBSCT: Peripheral blood stem cell

transplantation; SCT: stem cell transplant; 5AZA: deoxyazacytidine . NT: neurotoxicity.
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Table S10. All study drug-related Grade 3-4 adverse events* reported in Study OX1222. There were

no incidences of drug-related Grade 5 adverse events.

jent N AE Reported Term Relatedness with Action Taken
Patient No. Cohort# (CTCAE Grade) OXid503 Outcome with OXi4503
Hypokalemia (3) Possibly related ~ Recovered without None
) sequelae
101-002 1 Blood fibrinogen decreased (3) Definitely related mo;:el,d;1$Mt None
. . Recovered, without
Neutrophil count decreased (3) Possibly related sequelae None
Prothrombin time prolonged (3) Probably related T ooovered: without Noe
i sequelae
Anemia (3) Definitely related Recovered, without None
sequelae
. ) Recovered, without
103-002 1 Anemia (4) Probably related sequelac None
te aminotransferase increased . Recoverad, without
Definitely related None
(E)] ¥ sequelas
Platelet couat decreased (4) Probably related ~ ecovered. without None
N sequelae
Platelet count decreased (4) Probably related Rm‘;‘:fqeud;l;ﬂhm None
103-004 1 e + o
; . overed. without
Neutrophil count decreased (4) Possibly related sequelae None
. . Recoverad, without
106-004 1 Hypertension (3) Possibly related sequelae None
. . . Recoverad, without
Febrile nentropenia (3) Possibly related sequelae None
o . . Recoverad, without
Anemia. worseming (3) Possibly related sequela None
. . Recoverad, without
106-006 2 Thromibocytopenia (4) Possibly related sequelae None
- - Recovered, without
Neutropenia (3) Possibly related sequelae None
. ] Recovered, without
Neutropema (4) Possibly related Sequélae MNone
103-005 2 Platelet count decreased (4) Possibly related Recovered, without None
sequelae
101-005 3 Febrile nevtropenia (3) Probably related Recovered, without None
i sequelae
- i . ) Recoverad, without
107-001 3 Febrile nentropenia (3) Probably related sequelae None
3 ; : Recovered, without
Febrile nentropenia (3) Definitely related sequelae None
103-010 4 o - . .
Anemia, worsemng (3) Possibly related Recovering None
Platelet count decreased (4) Possibly related Recovering None
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. AE Reported Term Relatedness with Action Taken
Patient No. Cohort# (CTCAE Grade) OXid503 Outcome with OXi1503
. . . Recovered, without
Febrile nentropenia (3) Possibly related sequelae None
White bloed cell count decreased (4) Possibly related Mot recovered None
106-008 4
White bloed cell count decreased (3) Possibly related Mot recovered None
. ) Recovered, without
Hypertension (3) Probably related sequelae None
. . ) Recovered, without
Febrile nentropenia (3) Probably related sequelae None
Bacteremia (3) Probably related Rm';‘:fud;l;’:‘h““‘ None
101-006 4 .
Neutrophil count decreased (3) Probably related Recovered, without None
- sequelas
Neutrophil count decreased (4) Possibly related Recovered, without None
4 sequelae
_ i . Recovered, without
103-011 5 Anemia, worsening (3) Possibly related sequelae None
Neutrophil coumnt decreased (3) Possibly related Not recovered None
Platelet count decreased (3) Possibly related Not recovered None
106-009 3 White blood cell count decreased (4) Possibly related Not recovered None
. E Recovered, without
Hypertension (3) Defimtely related sequelae None
107-003 5 Febrile nentropenia (3) Possibly related Rm'j;:fud‘;lg’:‘h““‘ None
. . Recovered, without
Hypertension (3) Definitely related sequelae None
Aspartate aminotransferase increased Possibiy related Recovered, without None
3) 4 sequelae
103-012 6 Febrile nentropenia (3) Possibly related Mot recovered None
Poeumenia (3) Possibly related Mot recovered None
Acute Hypoxic Respiratory faflure (4) Possibly related Mot Recovered None
. E Recovered, without
Hypertension (3) Definitely related sequelae None
106-010 6 Hypertension (3) Probably related Recovering None
Hypotension (3 Possibly related Becovered None
106-011 6 ) © :
Blood bilirubin increased (3) Possibly related Recovering None

*Multiple events for the same term and patient have been reported as 1 event only unless same event

was reported for 2 different Grades i.e., worsened.

() ®
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