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Figure 3
REPRESENTATIVE MRI IMAGES FROM TWO PATIENTS
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Figure 14 NCI CTCAE >3 Adverse Events Reported in More than One Subject
Combined
Unmethylated/
Unmethylated Methylated Methylated
System Organ Class MGMT (Cohort A) MGMT (Cohort B) | MGMT (N=52)
Preferred Term (N=32) n(%) (N=20) n(%) n(%)

Blood and lymphatic system disorders

Anaemia | 1(3.1) | 1(5.0) | 2(3.8)
Gastrointestinal disorders

Diarrhoea | 2 (6.3) | 0 (0.0) | 2(3.8)
Infections and infestations

Pneumonia | 2 (6.3) | 0 (0.0) | 2(3.8)
Investigations

Amylase increased 1(3.1) 1(5.0) 2(3.8)

Alanine aminotransferase
increased 2 (6.3) 2 (10.0) 4(7.7)

Lipase increased 1(3.1) 2 (10.0) 3(5.8)

Lymphocyte count decreased 4(12.5) 2 (10.0) 6 (11.5)

Neutrophil count decreased 0 (0.0) 3 (15.0) 3(5.8)

Platelet count decreased 2 (6.3) 4 (20.0) 6 (11.5)

White blood cell count
decreased 0 (0.0) 3 (15.0) 3(5.8)
Metabolism and nutrition disorders

Hyponatraemia | 2 (6.3) | 0(0.0) | 2(3.8)
Musculoskeletal and connective tissue disorders

Muscular weakness | 2 (6.3) | 0 | 2(3.8)
Neoplasms benign, malignant and unspecified (incl cysts and polyps)

Tumour inflammation | 3(9.4) | 1(5.0) | 4(7.7)
Nervous system disorders

Hemiparesis 1(3.1) 1(5.0) 2 (3.8)

Seizure 4(12.5) 0 (0.0) 4(7.7)
Respiratory, thoracic and mediastinal disorders

Pneumonitis 2 (6.3) 0 (0.0) 2(3.8)

Pulmonary embolism 2 (6.3) 1(5.0) 3(5.8)
Skin and subcutaneous tissue disorders

Rash maculo-papular | 2 (6.3) | 0(0.0) | 2(3.8)

[Note: MGMT = O6-methylguanine methyltransferase. TEAE = Treatment-emergent adverse event. Adverse events are coded
using Medical Dictionary for Regulatory Activities (MedDRA) version 22. If a subject experienced more than one]
levent in a given system organ class, that subject is counted once for that system organ class. If a subject]
lexperienced more than one event with a given preferred term, that subject is counted only once for that preferred|

term by highest severity grade.
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Figure 15 Immune-Related Adverse Events
Unmethylated Methylated
System Organ Class MGMT (Cohort A) | MGMT (Cohort B) | Combined Unmethylated/
Preferred Term (N=32) (N=20) Methylated MGMT (N=52)

Cardiac disorders

Myocarditis 1 1
Endocrine disorders

Diabetes insipidus 0 1 1

Immune-related 2 0 2
hypothyroidism

Gastrointestinal disorders

Diarrhoea 3 1 4

Immune-mediated 1 0 1
enterocolitis

Pancreatitis 0 1 1
General disorders and administration site conditions

Fatigue 1 1

Influenza like illness 1 1 2

Night sweats 0 1 1

Pyrexia 2 2 4
Hepatobiliary disorders

Immune-mediated 3 0 3
hepatitis*
Immune system disorders

Hypersensitivity 1 0 1

Myasthenia gravis 0 1 1
Investigations

Alanine aminotransferase 4 1 5
increased

Amylase increased 1 0 1
Aspartate aminotransferase | 4 0 1
increased

Increased alkaline 1 0 1
phosphatase

Lipase increased 0 1 1
Transaminitis 1 0 1
Musculoskeletal and connective tissue disorders

Arthralgia* 4 0 4
Eosinophilic fasciitis 0 1 1
Muscular weakness 0 1 1
Myositis 0 1 1
Nervous system disorders

Brain Oedema 2 0 2

Encephalitis autoimmune 0 1 1

Headache 0 1 1

Neoplasms benign, malignant and unspecified (incl cysts and polyps)
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Tumour inflammation 4 | 1 5
Renal and urinary disorders

Acute kidney injury 1 1 2

Autoimmune nephritis* 3 0 3

Haematuria 0 1 1
Respiratory, thoracic and mediastinal disorders

Pneumonitis 3 0 3
Skin and subcutaneous tissue disorders

Pruritus 1 1 2

Rash 0 1 1

Rash erythematous 1 0 1

Rash maculo-papular 2 0 2

Rash papular 1 0 1

Urticaria 1 0 1

*Subject experienced same event more than one time.
Arthralgia: 2 events reported for one subject

Autoimmune nephritis: 3 events reported for one subject
Immune-mediated hepatitis: 2 events reported for one subject
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Figure 16A
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Figure 17A
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Figure 17B

Cohort B
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