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The percentage of patients characterized as high-risk PV
at diagnosis due to age 260 years or history of thrombosis
was significantly higher in the nontransformed vs the

Figure 4. Patients With Transformed PV Had Increased Prevalence of
Mutations
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Progression to myelofibrosis (MF) represents a major transformed group (Table 2; P=0.0177) Group
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polycythemia vera (PV); however, predictors of progression WES identified a Janus kinase 2 (JAK2) p.V617F mutation dnitEnselins
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Table 1. PV Transformation Criteria® y The frequency of somatic mutations was gre_ater for the
e ————————— transformed vs the nontransformed group (Figure 4)
Criterion1 Death due to MF/MDS/AML ———————————————
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°_______________ OO
New/worsening splegnomegaly and 22 of: ; o 00 - Figure 5. Distribution of Variant Allele Frequency
Criterion2 WBC count >11x107/L, Hb <10 g/dL, and Days
platelet count <100x10°/L
Criterion 3 Bone marrow biopsy and fibrosis grade =2 or pathologic Pretransformation biospecimens collected at study
diagnosis of MF enrollment (circle) were analyzed for patients who
. . . . transformed (green) and patients who did not transform 0.75 1
0
Criterion 4  Circulating blasts >1% and new/worsening splenomegaly (blue) (Figure 1)
e o v et e s cr e e et dafd for o Transformation time (red box) compared with enroliment -
AML, acute myeloid leukemia; Hb, hemoglobin; MDS, myelodysplastic syndrome; varied between patients who transformed
WBC, white blood cell. . 0.50 - o |
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Transformation to MF was determined using modified Figure 2. Patients With Transformed PV Had a Higher Number of |
World Health Organization criteria as previously defined? Somatic Mutations Before Transformation
(Tab|e1) 8 - §Z] 8 - 02 —
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Whole exome sequencing (WES) was performed on ‘>§ 6 - | B
20 patients who transformed to MF during the study sl o
period and 16 nontransformed controls 5 S ,| ’ | |
Pretransformation biospecimens collected at study = | , 00- . 5 o RsEO—_ _
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enrollment were sequenced using the lllumina

: : Transformation Status i&éééé%i%ééiéi%ﬁﬁééééi
(paired-end) platform and processed using Genome I 53383 s = S=NLREOE 2 S o§:
Analysis Toolkit (GATK) best practices, followed by variant < S5

— O

calling via Mutect2 (Broad Institute, Cambridge, MA, USA)

Variants were annotated using GoldenHelix (VarSeq)

and were required to meet the following criteria:

=2120x% coverage, 23 reads support, and <0.05 minor allele
frequency in the Genome Aggregation Database or the
1000 Genomes project 0

We focused on 25 genes with an established role in the
pathogenesis of myeloid malignancy*

VAF, variant allele frequency.

Number of Somatic Mutations
S

For several genes, a wide VAF distribution was present
(Figure 5)

The VAFs of nondriver mutations within a single individual
typically deviated from the VAF of the driver mutation,
iIndicating the presence of multiple clones

Individual Patients

Analysis of commonly mutated genes in myeloid
malignancy identified more somatic mutations in the
enrollment samples of the transformed cohort compared
with the nontransformed cohort (Figure 2)

The median number of somatic mutations per patient
was significantly greater in the transformed cohort

Conclusions

Table 2. Ch istics of Pati With Without Transf PV
able 2. Characteristics of Patients With and Without Transformed There was no difference in median JAK2

Transformed Nontransformed
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VAF between the transformed group and the

o PV PV Total nontransformed cohort (2; IQR, 1-2.25; P=0.029; nontransformed group, with a wide distribution
Characteristic (n=20) (n=16) (n=36) Wilcoxon test) (INSET) present
Age at enroliment, 68.0 70.5 69.5 Analysis of 25 genes commonly mutated in myeloid
median (range), years (49.0-87.0) (92.0-82.0) (49.0-87.0) Figure 3. Summary of Mutations by Transformation Status malignancy identified that the number of somatic
Female, n (%) 3 (40.0) 9 (56.3) 17 (47.2) Transformed | Nontransformed mutations per patient was significantly greater
L . . (n=20) | (n=16) in the transformed group compared with the
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