Supplementary material has been published as submitted. It has not been copyedited, or typeset

by Acta Oncologica

Supplementary table 1: Detailed overview of tumour types, treatment responses and

mutational profile, all treated patients (n=65)

mutation (stop gain)

. Radiological
Patient Assay Gene . .
o e Cancer type response after alteration Type of alteration Variant
) op w16 (confirmed)
Acut loi Activati tati
Patient 01 | TSOS00 | ‘*cute myeloid NE KRAS civating mutation | oe1p
leukemia (missense)
Patient 01 | TSO500 Acute myelmd NE NRAS Ac'tlvatmg mutation Gl2S
leukemia (missense)
. . Treatment stopped L .
Patient 02 | TSOs00 | Chronic myeloid due to AE before | NRAS Activating mutation |5+,
neoplasia (missense)
W16
. Activating mutation
Patient 03 | TSO500 | Uveal melanoma SD GNAQ . Q209P
(missense)
. . Activati tati
Patient 04 | TSO500 | Colorectal carcinoma | PD before W16 NRAS c.1va 10§ mutahion Q61H
(missense)
Patient 05 | TSO500 | Cholangiocarcinoma PD before W16 NRAS Amplification CN >6
. Activati tati
Patient 06 | TSO500 | Uveal melanoma PD GNAQ c'1va 10§ mutahion Q209L
(missense)
Treatment stopped Inactivatin
Patient 07 | TSO500 | Glioblastoma due to AE before NF1 . & . L2661X
mutation (stop gain)
W16
Treatment stopped Inactivating
Patient 07 | TSO500 | Glioblastoma due to AE before NF1 mutation Y2285fs
W16 (frameshift)
Patient 08 | TSO500 Low. grade serous NE KRAS Ac'tlvatmg mutation Gl2v
ovarian cancer (missense)
. Activati tati
Patient 09 | TSO500 | Uveal melanoma SD GNAQ c.1va N8 mutahon - caer,
(missense)
. . Activating mutation
Patient 10 | TSO500 | Lung adenocarcinoma | PD NRAS . Q61R
(missense)
Activati tati
Patient 11 | TSO500 | Colorectal carcinoma | PD before W16 | NRAS CHVATE Mutaton 1 661k
(missense)
Inactivating
Patient 12 | TSO500 | Glioblastoma NE NF1 mutation R1970fs
(frameshift)
Patient 13 | TSO500 | Colorectal carcinoma | PD before W16 MAP2K4 Copy number loss CN loss
. Activati tati
Patient 14 | TSO500 | Uveal melanoma SD GNAI1 cuvating Mutation 1 p183c
(missense)
. Activating mutation
Patient 15 | TSO500 | Uveal melanoma SD GNAIll . Q209L
(missense)
Patient 16 | TSO500 | Colorectal carcinoma | PD before W16 NRAS Amplification CN>6
. N i . . ND1-
Patient 17 | TSO500 curoendocrine PD before W16 BRAF Activating fusion S
tumor, pancreas BRAF
Activati tati
Patient 18 | TSO500 | Cholangiocarcinoma | SD NRAS CHVATIME MUtAHOn 61
(missense)
Inactivating
Patient 19 | TSO500 | Glioblastoma PD before W16 NF1 mutation C167fs
(frameshift)
Patient 19 | TSO500 | Glioblastoma PD before W16 | NF1 Inactivating R2450X




High-grade Inactivating
Patient 20 | TSO500 | astrocytoma with PD NF1 mutation T2108fs
piloid features (frameshift)
Activati tati
Patient 21 | TSO500 | Uveal melanoma PD before W16 | GNAQ CHVATIE MUtaton - yo9L
(missense)
Patient 22 | TSOs00 | |\euroendocrine PD before W16 | NRAS Activating mutation | /)
tumor, pancreas (missense)
. Activati tati
Patient 23 | TSO500 | Uveal melanoma PD GNAQ c.1va 1ng mutation Q209L
(missense)
. L Activati tati
Patient 24 | TSOs00 | OV grade serous SD KRAS cuvatmg mutahion | 15y
ovarian cancer (missense)
Low grade ser Treatment stopped Activating mutation
Patient 25 | TSO500 | o SHa0e SCTOUS due to AE before | KRAS cIVAE MUAtion 1 Gav
ovarian cancer (missense)
W16
. Activating mutation
Patient 26 | ctDNA Uveal melanoma SD GNAQ . Q209P
(missense)
Treatment stopped Activating mutation
Patient 27 | TSO500 | Uveal melanoma due to AE before GNAIll . g Q209L
(missense)
W16
. Activating mutation
Patient 28 | TSO500 | Uveal melanoma SD GNAIll . Q209L
(missense)
Patient 29 | TSO500 | Uveal melanoma PD before W16 | GNAQ Activating mutation | ;.
(missense)
Diffuse midline Inactivatin
Patient 30 | TSO500 | glioma, H3 K27- NE NF1 . & . K1977X
mutation (stop gain)
altered
Diffuse midline Inactivating
Patient 30 | TSO500 | glioma, H3 K27- NE NF1 mutation Y2485fs
altered (frameshift)
Patient 31 | TSOS00 | T\euroendocrine PD before W16 | NRAS Activating mutation |,
carcinoma, cervix (missense)
. . Activati tati
Patient 32 | TSO500 | Lung adenocarcinoma | NE NRAS c.1va 10§ mutahion Q61R
(missense)
. L Activati tati
Patient 33 | TSOs00 | OV grade serous SD NRAS cuvating mutation - ¢4 p
ovarian cancer (missense)
i Activati tati
Patient 34 | TSO500 Ovarl'c.m cancer, D S c'1va ing mutation | ..
fallopian tube (missense)
. Activati tati
Patient 35 | TSO500 | Uveal melanoma PD GNAQ c'1va 10§ mutahion Q209P
(missense)
. Activati tati
Patient 36 | TSO500 | Uveal melanoma PD GNAQ c.1va 1ng mutation Q209L
(missense)
Activati tati
Patient 37 | TSO500 | Cholangiocarcinoma | PD before W16 | NRAS CHVATINS MUtAton ey 7R
(missense)
L Activati tati
Patient 38 | TSO500 ow. grade serous PR NRAS c'1va ing mutation Q61R
ovarian cancer (missense)
. . . MKRN1-
Patient 39 | TSO500 | Mucosal melanoma SD BRAF Activating fusion BRAF
High grade Inactivatin
Patient 40 | TSO500 | astrocytoma with PR NFI vaume 1 R1968X
o mutation (stop gain)
piloid features
. Activati tati
Patient 41 | TSO500 | Uveal melanoma PD before W16 GNAIl1 c'1va 1ng mutation Q209L
(missense)
. L Activati tati
Patient 42 | TSOs00 | OV grade serous PR NRAS cuvatmg mutahion - ¢y g
ovarian cancer (missense)
L ith fi Activati tati
Patient 43 | TSO500 ow. grade serous Withdrawn before NRAS c.1va ing mutation Q61R
ovarian cancer W16 (missense)




Inactivating

Patient 44 | TSO500 | Glioblastoma NE NF1 . . W2229X
mutation (stop gain)

. Endometrial
Patient 45 | TSO500 " (.)me @ NE MAP2K4 Copy number loss CN loss

carcinoma
Patient 46 | TSO500 Low. grade serous NE KRAS AcFlvatlng mutation G12D
ovarian cancer (missense)
Ovarian cancer, Activatine mutation
Patient47 | TSO500 | mucinous PD before W16 | GNAS civating mutation | pao1c
. (missense)
adenocarcinoma
Patient 48 | TSO500 Low. grade serous SD KRAS AcFlvatlng mutation G12V
ovarian cancer (missense)
Acut loi Activati tati
Patient 49 | TSOs00 | Acute myeloid PD NRAS CHVATIE Mutaton 1 661k
leukemia (missense)

. Diffuse o KIAA1S4

Patient 50 | TSO500 | leptomeningeal SD BRAF Activating fusion 9-BRAF
glioneural tumor
Patient 51 | TSO500 Low. grade serous D KRAS Ac'tlvatmg mutation Gl2v
ovarian cancer (missense)

. R t pilocyti
Patient 52 | TSO500 eeurrelt priacyhe SD NF1 Copy number loss CN loss

astrocytoma
Recurrent pilocytic Inactivating
Patient 52 | TSO500 prioey SD NF1 mutation H122fs
astrocytoma .
(frameshift)

. N docri Activati tati
Patient 53 | TSO500 | o cncoerne PD before W16 | HRAS cvaung mutation g1k

carcinoma, lung (missense)

; L . KIAA154
Patient 54 | TSO500 | Prostate cancer NE BRAF Activating fusion 9-BRAF
Patient 55 | TSO500 | Prostate cancer PD before W16 MAP3K1 Copy number loss CN loss
Patient 56 | TSO500 Lung squamous cell NE MAPIK4 lnactlvatmg. c.514-

carcinoma mutaton (missense) 1G>C
Patient 57 | TSO500 | Glioblastoma PD NF1 Copy number loss CN loss
Patient 58 | TSO500 | Colorectal carcinoma | NE NRAS Ac'tlvatmg mutation AS9T
(missense)
Patient 59 | TSO500 Low. grade serous SD KRAS AcFlvatlng mutation G12D
ovarian cancer (missense)
L Activati tati
Patient 60 | TSO500 ow grade serous PR S ctivating mutation |
ovarian cancer (missense)

. . . . BRAF-
Patient 61 | TSO500 | Pancreatic cancer PD before W16 BRAF Activating fusion TNS3

. . Activating mutation
Patient 62 | TSO500 | Colorectal carcinoma | PD NRAS . Q61K

(missense)
. Acut loi Activati tati
Patient 63 | TSOs00 | Acute myeloid NE NRAS cuvatng mutation oA
leukemia (missense)
Acut loi Activati tati
Patient 63 | TSOs00 | Acute myeloid NE NRAS CHVATIME MUtaton 513
leukemia (missense)
Patient 64 | TSO500 | Lung adenocarcinoma | NE NRAS Activating mutation | 7,y
(missense)

. . Activati tati

Patient 65 | TSO500 | Colorectal carcinoma | PD before W16 NRAS cHvating mutation Q61R

(missense)




Supplementary table 2: Summarized overview of all treatment related adverse events

according to Common Terminology Criteria for Adverse Events (CTCAE) v5.0, all treated

patients (n=65). * SUSAR

Adverse event CTCAE term Grade | Grade Grade Grade Grade
1 2 3 4 5

Alanine aminotransferase increased 1

Alkaline phosphatase increased 1

Anorexia 1

Arterial thromboembolism 1

Aspartate aminotransferase 1

increased

CPK increased 2

Colitis 1

Cystitis noninfective 1

Diarrhea 1 1 2

Dyspnea 2

Eczema 1

Edema limbs 1

Fatigue 3

Febrile neutropenia 1

GGT increased 1

Gastric hemorrhage 1

Heart failure 1

Hypertension 1

Hyponatremia 1

Intra-abdominal hemorrhage 1

Intracranial hemorrhage 1

Left ventricular systolic disfunction 1

Lung infection 2

Mucositis oral 4

Myocardial infarction* 1

Obstipation 1

Pruritus 1

Rash acneiform 1 5

Rash maculo-papular 5

Rash pustular 2

Sepsis* 1

Stroke* 1

Thromboembolic event* 2 1

Urethral mucositis 1

Vomiting 1






