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Differential Diagnosis of Erythrocytosis

* Hgb/Hct > 16.5 g/dI/49% or > 16 g/dl/48%
* Peripheral blood JAK2 exon 12-15 mutation negative

Long-standing duration

Acquired or

Family history unknown duration
! !  SERUM ERYTHROPOIETIN (Epo) l !
Epo Epo MEASUREMENT Epo Epo
subnormal normal or “compensated normal” increased
/ increased or increased
CONSIDER Start with tests for high-oxygen Cardiopulmonary disease Epo-producing tumors

Epo receptor (EPOR) mutation
No HOAY but

P50 <24 mmHg

CONSIDER:

2,3-bisphosphoglycerate deficiency
BPGM (2,3-bisphosphoglycerate mutase)
mutations

PIEZO1 mutations
+ Iron overload, splenomegaly, hemolysis

Methemoglobinemia

affinity hemoglobin variants (HOAV)
* Venous P50 determination

Capillary electrophoresis

HPLC

Mass spectrometry

HBB, HBA1, HBAZ2 sequencing
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No HOAV and
P50 >24 mmHg
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CONSIDER:

Germline oxygen sensing pathway mutations

* VHL (von Hippel-Lindau); a.k.a Chuvash polycythemia; Epot
* HIF2A (hypoxia-inducible factor-2 alpha subunit); Epot

* PHD2 (prolyl hydroxylase domain-2); Epo often normal

EPO mutations; Epot

Other considerations:

HFE mutations; fferritin
SLC30A10 mutations;
* hypermanganesemia, parkinsonism, cirrhosis
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Obstructive Sleep apnea

High altitude habitat

CO poisoning

Smoking

Cushing's disease

Drug-induced

+ Anabolic steroids

+ Blood/Epo doping

+ Sodium-glucose co-
transporter-2 (SGLT2)
inhibitors (gliflozins)

Contracted volume

+ Dehydration

* Diuretics

+ Gaisbock's syndrome

+ Carcinomas (renal cell, hepatocellular)

+ Cerebellar hemangioblastoma

* Meningioma

* Pheochromocytoma

» Uterine leiomyoma

+ Parathyroid adenoma or carcinoma
Renal artery stenosis

Renal cysts (polycystic kidney disease)
Post renal transplant erythrocytosis

Other considerations:

LNK (SH2B3) mutations; Epo|
TEMPI; Epo
* telangiectasias, erythrocytosis

(IgGk), perinephric-fluid collections, intrapulmonary shunting

with tEpo, monoclonal gammopathy
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Il presente documento ¢ il prodotto finale del progetto
Clinical Assessment of resistance and Intolerance to
Hydroxyurea as Criteria for Second-line Treatment in
patients with Polycythemia Vera, condotto nel corso
del 2023 e 2024 dal Working Party GIMEMA sulle
Neoplasie Mieloproliferative Croniche.
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