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‘ig. 3. Frequency and distribution of ALK mutations reported in familial and sporadic cases of neuroblastoma."'"#27 Locations of somatic and
jermline mutations of ALK in each case or family are depicted by filled and open arrows, respectively. The exact positions and amino acids

nvolved are indicated on the top, where the number of reported mutations is indicated in parenthesis.

(a) Wild-type ALK (b) Fusion ALK (c) Amplification (d) Mutations

NPM-ALK  TMP3-ALK
TMP4-ALK  ATIC-ALK
MYH-ALK  CLTC-ALK
EML4-ALK

Neurcblastoma
ALCL/IMT/Lung Ca |

! I 1 |

RAS PLCy PI3K/Akt STAT3

Fig. 2. Aberrant activation of ALK in human cancers. (a) Ligand-dependent physiological activation of wild-type ALK. (b) Fusion ALK kinases
found in anaplastic large cell lymphoma (ALCL) and non-small-cell lung cancer (Lung Ca), such as NPM-ALK and EML4-ALK, self-dimerize
through their N-terminal domains derived from fusion partners, leading to their transphosphorylation and constitutive activation of the kinase.
In a subset of neuroblastoma, aberrant activation of ALK occurs by gene amplification (c) or somatic/germline mutations (d). Activated ALK
transmits constitutive signals through downstream pathways, which is thought to be important for tumorigenesis. IMT indicates inflammatory

myofibroblastic tumor.
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Type of trial: investigator initiated, compassionate
use, named patient protocol
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SUBCLONAL EVOLUTION - METHYLCELLULOSE ASSAY

60-100 CLONES/PATIENT

Methylcellulose Medium

°6 8o

TARGETED TARGETED AMPLIFICATION
MATCHED EXOME SEQUENCING RESEQUENCING
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