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Unexplained Cytopenias

* Prevalence of anemia rises sharply after age 50
— 20% by age 85
— 1/3 are never explained
— ? Myelodysplastic syndrome (MDS) — may be underdiagnosed
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* |CUS was coined in 2007:
—{diopathic cytopenia of undetermined significance

— Defined: cytopenias that don’t fit into MDS
' ' ified at that time
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Almost 50% by 4 years
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Molecular Profiling / Next Generation Sequencing
by Peripheral Blood
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36% of patients with ICUS have at least one mutation = called CCUS
Clonal cytopenia of undetermined significance
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Positive predictive value
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AN EXTREME EXAMPLE OF SOMATIC MUTATIONS IN AN
OLDER PERSON

Key findings:

-450 somatic mutations accumulated in
the nonrepetitive genome within the
healthy blood compartment (normal
CBC/RDW/karyotype)

-Two dominant hematopoietic clones
-Extremely short leukocyte telomeres
-Died of metastatic gastric cancer

-No vascular or dementia related
pathology

—

Henne Holstege et al Genome Res. 2014. 24: 733-742
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Are these tests available?

Cancer Care Ontario

\/
’ London Health
Sciences Centre

\

\ .
— |TOS 4@
EEEONCcology ~ Yes - ? funding

It's the Oncogen
Windsor '




CHIP
(Clonal hematopoieses of indeterminate potential)

* Normal blood work, mutations associated with
myeloid malignancies
* |dentified by NGS molecular profiling

———-Commonly found in the elderly, it may be found in up to 10
to 20 percent in those older than 70 years

e Associated with a rate of progression to a hematologic
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lasm of about 0.5 to 1 percent per year
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A CHIP and Coronary Heart Disease, According to Mutated Gene
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Clonal Hematopoiesis and Risk of Atherosclerotic
Cardiovascular Disease

S. Jaiswal, P. Matarajan, A.J. Silver, CJ. Gibson, A.G. Bick, E. Shvartz, M. McConkey, N. Gupta, 5. Gabriel,
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ICUS, CCUS AND CHIP

* Don’t start screening everyone / who should we test?

 Can we prevent cancer and cardiovascular deaths?
— What do we do with the information when we find it?
— Still don’t have great treatments for MDS

Do we choose donors for allogeneic stem cell transplant
differently?

e Cost — actually cheaper than current myeloid neoplasm workup?
icians keep up with-the emerging data?
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