Clinical sequencing of more than 2,500 patients with myeloid disorders using
a targeted next generation sequencing platform

Integrated
ONCOLOGY

LabCorp Specialty Testing Group

Taylor J. Jensen'?, Heidi M. Hoffmann?, Angela Leo Kenyon?, Michael Mooney', Sabrina Gardner', Wenjie Chen?, Narasimhan Nagan?, Sarah Abdul-Wajid?, Deborah Boles', Tamara J. Richman?, Stanley Letovsky?, Henry Dong?, Li Cai', Anjen Chenn', Marcia Eisenberg'~

'Center for Molecular Biology and Pathology, Laboratory Corporation of America®
Authors are full-time employees Laboratory Corporation of America®.

, Durham, NG; °Sequenom, Inc., a wholly owned subsidiary of Laboratory Corporation of America®, San Diego, CA; *Laboratory Corporation of America®, Westborough, MA; “Integrated Oncology, Laboratory Corporation of America®, New York, NY; °Laboratory Corporation of America®, Burlington, NC

l. Introduction lll. Figures and Table Legends

Conditions associated with abnormal
myeloid proliferation and/or differentiation Figure 1. Overview of IntelliGEN Myeloid Figure 2. Patient demographic information and analysis
. . : : . . : . T Mutations per Patient
can be broadly categorized as myeloid List of genes included as part of the assay and the association of each gene with three clinical indications: A: Patient demographics for all samples B: Clinically relevant mutations B
malignancies. This group of disorders is myelodysplastic syndrome (MDS), acute myeloid leukemia (AML), and myeloproliferative neoplasms (MPN). included in this analysis per patient _
heterogen nd incl myeloi . i ini i ibi
ete oge eous and includes ac.ute yeloid InteliGEN® MYELOID PANEL GENES A total of 4,277 consecutive clinical samples Histogram describing the number 29
leukemia (AML), myelodysplastic syndromes were analyzed and reported. The number (n) of clinically relevant (Tiers I-lll) g © 7
. . Association Association Association . . . . .
(MDS), myeloproliferative neoplasms (MPN), Gene* DS | AML | WP Gene* DS | AML | Mo Gene* DS | AML | Mo and proportion (%) of patients for each factor mutations identified for each of the s
and others. These disorders are often driven ABLT o p s | o p— s o | o are listed. All clinical indications were included 4,277 patients. Patients with more £
by somatic mutations in a subset of genes as noted within the test requisition form. than 20 clinically relevant mutations zZ 3 -
. . ASXL O O JAK2 @ O SMCIA o O : . 0
and the detection of these mutations can were censored for visualization G
, _ , , BCOR ® O JAK3 O SMC3 e O o - A — |
have diagnostic, prognostic, and therapeutic A Chacteristics Results purposes only. | | | | |
| to th tient BCORLI KDMO6A @ ® ® SRSF2 @ ® Total patients, N o 0 5 10 15 20
relevance to the patient. ' '
BRAF ® KIT et SUAEL et et Age, mean (SD) 67.6 (15.3) C: CIinicaIIy relevant mutations C Number of Clinically Relevant Mutations (Tiers I-lII)
CALR @ KMT2A o TET2 @ ® @ Gender, n (%) . .
relative to patient age
5 Male 2,436 (57) L. 20 — o o) o} o}
CBL ¢ KRAS ¢ 1Pod ° ¢ o st (43 The number of clinically relevant
ema e Y ° ° ° o fo
CDRNZA ¢ o MIPL ¢ UZAF ¢ o ———— (Tiers I-1ll) mutations identified for _ o 0 o o o o
CEBPA O NFT @ O WTT O ' : &
each of the 4,277 patients was {C
Bone Marrow 3,093 (72.3) / o o O O O O
LRIk ¢ o NOISn] ZRSR2 ® ® Whole Blood 1172 (27.4) compared to the age of the patient. e 1 0 ) 0 ° ° ° ° )
o
. . . CUX] o @ NPM] @ . . oth 12 (0.3) There is a statistically significant =
We designed, validated, and implemented Genes associated with FDA i — g Y19 = e e e
. DNMT3A ® ® ® NRAS ® [ approved therapies Number of Clinical Indications, mean (SD) 1.4 (0.7) (p<2.2€’ ; Pearson’s prod uct-moment L : ! :
a laboratory developed test (IntelliGEN® — . . . 2 ° : | |
Mvel d) b d t ti ETV6 O O O PDGFRA] ® Select reported clinical indications, n (%) correlation) re|at|on5h|p between = 10 o o — | | |
yelol | aseNGcgn d ne>|< r?enera IoN . o o o SHEG ° Frequently mutated in MDS Anemia 1,279 (29.9) patient age and the number of % | . Z z : | | |
® Di i i i . . : = : | | | :
seque.ncmg ( . ) panel that targets | iy ot . g;ﬁ;s;x;%dﬁfrognosnc Myelodysplzflstlc Syndrome 898 (20.1) clinically relevant mutations per 5 E o o i : : :
mutations within 50 genes previously linked Pancytopenia 680 (15.9) atient. The blue number represents 5 : o o o i | ' ' '
, , , . FLT33 O PTEN O ® Diagnostic and/or prognostic - P ‘ P & 5 - : —_ — | | 5.1
loid malignancies. Within these an - Thrombocytopents >9714.0) - 2 = = = = ' = 43
to mye g : AT . - o significance in MPN Acute myeloid leukemia 71 (13.0 the mean number of mutations per - — : : BE : ; » 3.9 I
nes, multiple somatic variant cl wer | - - = 29 | i : E '
ge es,. ult p e 5(? atic varia t C asse.s ere SATAD - A1 o REFERENCES Myeloproliferative neoplasms 314(7.3) patient for that particular age group. — . e o | 21 | — '
called including single nucleotide variants, I GLEEVECT (matinib mesylate) Novarls s 2017 Leukopenia 278 (6.5) Patients with more than 20 clinically | ‘ 2 \ | : : |
: . d deleti Whole blood. b IDH] ® ® ® RUNXI o o ® 2. ZELBORAF® (vemurafenib). Genentech USA, Inc., A . 0 - - -
InSertlonS, an e EtIOnS. ole o]0, / one ) 2/I0e1r7nber of the Roche Group, S. San Francisco, CA; Polycythemia Vera 101 (2.4) relevant mUtatlonS were Censored T T I I I I I | | |
” II f 4 277 I IDH2 ® ® ® SETBP] ® ® ® 3. RYDAPT® (midostaurin). Novartis Pharmaceuticals f 1 I T I o o o o o o o o o o
marrow, or cell pellets from 4, consecutive Corporation. ast Hanover M- 2015 or visualization purposes only. 2 S & - B 3 ~ ) ) 3
. . . . 4. IDHIFA® (enasidenib). Celgene Corporation, Summit, S =) S S =) S S S S =
patlentS were SmeItted fOr teStlng durlng *identification of mutations should always be used within the context of clinical findings and bone NJ; 2017. | = ~ ~ N> ~ —~ — —~ >
marrow evaluation 5. Vectibix® (panitumumab). Amgen Inc., Thousand Patient Ag\e (years) =
the evaluation period. DNA was extracted oo e

from each sample and used as the template
for creating targeted NGS libraries (ArcherDx,

Boulder, CO) that were subsequently Figure 3. Overview of mutation results for IntelliGEN Myeloid Figure 4. Mutation frequencies by reported indication 0.35 —
sequenced on lllumina Miseq DNA sequencers each gene (column) and each patient (row) Variants Defected Fach sample was categorized based upon : mg;
. . ]
(Ilumina, San Diego, CA). Results were Dark blue color represents that a clinically 03 _— _ — .- B the clinical indication(s) listed on the test = 0.30
reviewed, orthogonally confirmed unless relevant (Tiers I-1ll) was detected in each = == —— e == =F—= requisition form. The proportion of patients IS 025
. . o o = = = B ———— - . . . . . > . )
previously validated, and reported by clinical gene for that patient. Dark red barplot = = - - =- - = == =5 with a mutation in each listed gene is shown =
laboratory directors. Clinical indication(s) for across the top represents the cumulative s - = ===_—- =£ SE— for patients listing ML (red) or MDS (blue). 2 020 -
each sample were identified based upon the number of patients where each particular = - - =-=--"=_°= P —p -8 === &
information listed on the test requisition form. gene has been mutated. Mutations have % —===="=-: E===== S— % 0.15 —
All results were de-identified prior to inclusion been detected in all 50 tested genes == —=S_—T—=== _f: EE— . 010 ‘
for the analysis presented herein. within this patient cohort, ranging N =t _—_ —a_ - === g ; ‘
from 1-935 patients for each gene. NE ———_--—= = - o 0.05 — | l | I Il
N == - — — = = —= = =— | l : l l “
C = - — _ = ——— - == =5 _
FE i3 i 0.00 - e
S E=-==- =L ==- S5 == S TS ST Nk E m OB RS
e == i EE- R T S
= = - =—":+-_— == == 028 Frgwnz®nin O NE
g e :é__ - == _ — — — = ; :—%—_ — Z o \
e = - Sl EsEe V. Conclusion
gL Sen T gE YOS <o Soag gz <G
i e B il e e | | 3 o L
& o & " < 2 &8 o0 Taken together, these data demonstrate that multi-gene NGS panels can be used to provide physicians that are treating patients with myeloid malignancies with
diagnostic, prognostic, and therapeutic information that may help facilitate patient care

=LahGorp

©2020 Laboratory Corporation of America® Holdings. All rights reserved. onc-1087-v1-0220

Poster presented at the 109th Annual USCAP Annual Meeting; 2020 February 29- March 5; Los Angeles, CA.



