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RESULTS

* Genomic Alterations Identified:
* ATM most frequently mutated (43%)

* We describe genomic alterations in MCL using an MSK targeted sequencing platform, * Driver mutations in MCL, p53 (27%) and CCNDz (13%)
HEMEPACT, and correlate with outcome * Alterations in chromatin modifying genes - e.g. MLL2, SETD2, WHSCz1 (30%)

« HEMEPACT can be performed on formalin-fixed paraffin-embedded (FFPE) tissue and detect * Recurrent alterations in the Notch pathway - NOTCH1/FBXW7 (17%) _
rare variants due to extensive depth of sequencing coverage * Alterations in BIRC3 (23%), in the alternative NF-kB pathway / apoptotic mediator

* Alterations in APC (9%)
METHODS

* Genomic DNA was isolated from FFPE specimens from 23 cases of MCL

INTRODUCTION

 Whole genome, exome, and targeted sequencing have identified various genomic alterations
in mantle cell ymphoma (MCL)

* Preliminary Outcome Analysis:
* Mutations in p53 were significantly associated with inferior OS (p=0.023) and an elevated

proliferative index (p=0.024).

« Captured libraries sequenced to a high depth (lllumina HiSeq), avg. >300x 0.8
Overall Survival: L
Median follow-up was 8.5 years

* Mutations were identified using the HEMEPACT targeted sequencing platform without
matched normals as controls

« Adaptor ligated sequencing libraries were captured by solution hybridization using two custom

bait sets targeting 579 biologically significant cancer-related genes for DNA-Seq P53 unmutated

N=19 pts:13 censored

1

0.6— P53 mutated
N=4 pts: o censored

* Significant non-synonymous variants were identified as mutations from the COSMIC database,
amplifications of established oncogenes, or homozygous deletions and/or clear loss-of-function
mutations of known tumor suppressors.

Presence of p53 mutations was

* Overall survival analyses were performed using the Kaplan-Meier and log-rank tests and
associated with inferior OS: 8.5

associations assessed using the 2-sided Fisher's exact test.

Overall Survival

year OS 74% (unmutated) vs. 0.4
Algorithm for Determining Significant Mutations 50% (mutated)
in COSMIC but not in neither COSMIC nor in dbSNP but not 0.2
in dbSNP dbSNP orin both in COSMIC
P =0.023
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Ann Arbor Stage * 2 alterations in APC gene
Stage |/l 1(4) * 12307K (n=1), non-synonymous single nucleotide variant, in COSMIC
Stage llI/IV 22 (96) * 1154del (n=1), non-frameshift deletion, disrupts a motif critical for beta-catenin
Bone Marrow Involvement 14 (61) binding
Ki-67 » Mutations in APC gene described in colorectal cancer, not previously identified in
<10% 3 (13) MCL.
o o CONCLUSION
2 30% 10 (43)
MIPI, (N = 20) * Analysis describes the genomic landscape in MCL prior to frontline therapy using a
Low 12 (60) comprehensive targeted sequencing platform
Intermediate 6 (30) * The study identifies potential targets for mechanism-based therapy
High 2 (10) * This is the first report describing genetic alterations in the APC gene in MCL
Treatment * In future, we will analyze more cases to elucidate the biologic and clinical significance of these
Intensive Therapy (R-CHOP-14+(R)ICE+ASCT) 11 (48) genetic alterations with the aim of developing biologically-targeted therapies in MCL
Radioimmunotherapy (Tositumomab + CHOP) 11 (48)
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