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634.MYELOPROLIFERATIVE SYNDROMES: CLINICAL AND EPIDEMIOLOGICAL

Impact of Kidney Dysfunction on Overall Survival in Myeloproliferative Neoplasms: A Single-Center Retrospective
Study
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Introduction: Myeloproliferative neoplasms (MPN) are clonal hematopoietic stem cell disorders that can lead to the depo-
sition of fibrous tissue, and by a propensity toward extramedullary hematopoiesis. The progression of kidney function and
frequency of chronic kidney disease (CKD) in patients with MPN is unknown, although CKD is linked to increased mortal-
ity. In our study, we aimed to investigate the relationship between kidney function as measured by glomerular filtration rate
(eGFR) and MPN disease and risk of thrombosis. Moreover, we analyzing the risk factors for CKD, impact of different treatment
modalities and effect of CKD on survival.

Patients & Method: \We haveretrospectively screened 762 patients between Jan 1989 to May 2019 with MPN at Princess
Margaret Cancer Centre. Diagnosis, of Polycythemia (PV), essential thrombocytosis (ET), and myelofibrosis (MF; comprising
PMF, post-ET-PMF, and post-PV-PMF) was required as defined by the WHO classification. Patients with other MPNs (CNL, CEL,
HES, MDS/MPN, MPN-U, Mastocytosis accelerating phase MPN and blast phase) or missing serial creatinine measurement
or their CKD attributed to other causes (diabetic nephropathy, High blood pressure, polycystic kidney disease obstructive
uropathy, Glomerulonephritis before MPN diagnosis and other) were excluded, resulting in study sample of 232 patients.
The total cohort was subdivided according to the calculated eGFR, (ml/min/1.73m2) into eGFR1 (=90, n=154), eGFR2 (60-
89, n=12), and eGFR3 (<60, n=66). eGFR was collected retrospectively, because of small number of patients, we combined
eGFR2 and eGFR3 in one group. Overall Survival (OS) was calculated using the Kaplan-Meier and log-rank test was used to
assess impact variables of interest. Cox proportional hazards model was used to assess for prognostic factors of OS as well
as to assess the joint effect of potential prognostic factors.

Results: Median age for the total cohort was 58 years (range;18-88.3), 54% were male. Median follow-up duration was 86
months (range:45.5-135). Diagnosis of MPN involved ET, n=21(9%)), PV; n=32 (14%) and MF; n=179 (77%). JAK2V617F status
was documented in 219 patients; 67% were positive; of 106 patients analyzed for CARL 40.6% were positive. Cardiovascular
risk factors were higher in PV and MF than in ET (59.4%, 57% &38%) respectively. A higher uric acid and LDH levels were
found in PV and MF. A total of 19% had a history of thrombosis and rate was higher in ET (28.6%) than PV (21.9%) or MF
(16.8%). Further patient’s characteristics summarized in Table1. Kidney biopsy performed in 8 patients. The most prominent
histological finding included focal segmental glomerulosclerosis (n=3), Ig A nephropathy (n=3), mesangial hypercellularity
and sclerosis, extramedullary haematopoiesis (n=1) and lupus nephritis (n=1).

The risk factors for CKD based on eGFR group are presented in (Table 2). MPN diagnosis is a significant risk factor for kidney
function (p=0.0117). In MF a higher rate of eGFR 88.5% compared with PV and ET. JAK2V617 demonstrates a significant impact
on abnormal eGFR (p=0.05);. IPSS and DIPSS score are a significant risk factor for kidney dysfunction (p=0.0014, and 0.0074
respectively). High uric acid levels and neutrophil counts were higher in high eGFR group (p=0.0014, and 0.0074 respectively).
No association found between thrombosis and high eGFR.

Hydroxyurea treatment does not have an impact on CKD, however, more patients received Ruxolitinb in abnormal eGFR
(p=0.001). CKD has significant impact on OS. The 5 years OS for eGFR1 was 75% (95% Cl 67%-81%), and for abnormal eGFR
was 63.9% (95% Cl 52%-73%), p=0004 (Fig 1).

Conclusion: Higher incidence of kidney dysfunction associated in MF compared to PV and ET, there was no association
between thrombosis and high eGFR as we excluded all other cause of CKD. MF with abnormal eGFR associated with high
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DIPSS score. MPN patients with kidney dysfunction significantly affects OS, which indicate close monitoring and prospective
study is required.
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Figure 1

Figure 1. Overall survival according to eGFR
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