cells
Perspective

A Novel Megakaryocyte Subpopulation Poised to Exert the
Function of HSC Niche as Possible Driver of Myelofibrosis
Anna Rita Migliaccio 1,2
1

2



Citation: Migliaccio, A.R. A Novel

Department of Medicine and Surgery, Campus Bio-Medico University, 00128 Rome, Italy;
amigliaccio@unicampus.it or amigliaccio.altius.org
Altius Institute for Biomedical Sciences, Seattle, WA 98121, USA

Abstract: Careful morphological investigations, coupled with experimental hematology studies
in animal models and in in vitro human cultures, have identified that platelets are released in
the circulation by mature megakaryocytes generated by hematopoietic stem cells by giving rise
to lineage-restricted progenitor cells and then to morphologically recognizable megakaryocyte
precursors, which undergo a process of terminal maturation. Advances in single cell profilings
are revolutionizing the process of megakaryocytopoiesis as we have known it up to now. They
identify that, in addition to megakaryocytes responsible for producing platelets, hematopoietic
stem cells may generate megakaryocytes, which exert either immune functions in the lung or niche
functions in organs that undergo tissue repair. Furthermore, it has been discovered that, in addition
to hematopoietic stem cells, during ontogeny, and possibly in adult life, megakaryocytes may be
generated by a subclass of specialized endothelial precursors. These concepts shed new light on the
etiology of myelofibrosis, the most severe of the Philadelphia negative myeloproliferative neoplasms,
and possibly other disorders. This perspective will summarize these novel concepts in thrombopoiesis
and discuss how they provide a framework to reconciliate some of the puzzling data published so
far on the etiology of myelofibrosis and their implications for the therapy of this disease.
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1. Introduction
It is long known that myelofibrosis, the end stage of the Philadelphia-negative myeloproliferative neoplasms (MPN) [1,2], is characterized by the presence of great numbers of
morphologically immature megakaryocytes, in turn characterized by low ploidy levels and
reduced presence of granuli and platelet-territories in their cytoplasm, in the bone marrow [3]. Insights in the mechanism(s) that retain megakaryocytes immature in this disease
are provided by the observation that the malignant megakaryocytes contain low levels of
GATA1 [4,5], the transcription factor necessary for their maturation [6]. The GATA1 content
is thought to be maintained low in these cells by a ribosomopathy induced by the driver
mutations, which selectively impairs binding of GATA1 mRNA to the ribosomes, reducing
its translation [5]. The causative role exerted by these immature megakaryocytes in the
development of myelofibrosis was then confirmed by the observation that the hypomorphic
Gata1 mutation, which selectively decreases Gata1 transcription in megakaryocytes [7,8], induces myelofibrosis in mice [9]. Given that in myelofibrosis the immature megakaryocytes
contain high levels of the pro-fibrotic growth factor TGF-β [10–13], these cells are thought
to induce fibrosis by releasing TGF-β, which stimulates the cells of the bone marrow microenvironment to secrete and polymerize collagen [14,15]. These concepts have inspired
ongoing clinical trials, which are testing the efficacy of treating myelofibrosis patients
with drugs that either increase GATA1 content, restore megakaryocyte maturation [16], or
inhibit TGF-β signaling [17].

4.0/).

Cells 2021, 10, 3302. https://doi.org/10.3390/cells10123302

https://www.mdpi.com/journal/cells

Cells 2021, 10, 3302

2 of 7

This coherent and comfortable picture on the role exerted by immature megakaryocytes in the etiology of myelofibrosis has been recently challenged by observations obtained by single cell profiling and lineage tracking of primary megakaryocytes purified
from different sources and by the identification of possibly alternative routes for their differentiation (discussed in detail below). These novel observations indicate that we probably
still do not fully understand what “immature megakaryocytes” in the bone marrow of
primary myelofibrosis are, from which cells they derive, and by which micro environmental
cues they are regulated. As discussed below, this gap of knowledge mandates for novel
investigation to clarify the role exerted by megakaryocytes abnormalities in the etiology of
myelofibrosis.
2. Novel Insights into the Megakaryocyte Differentiation Pathway Have Identified a
Novel Population of Cells Poised to Exert Niche Functions Which May Represent
Drivers for Myelofibrosis
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Several laboratories are currently using single cell profiling and lineage tracking of
megakaryocytes purified for primary sources to generate a comprehensive model for
the progression and routes of megakaryocyte maturation in vivo. These studies have
identified that in addition to cells poised to generate platelets (Plt, Plt-poised megakaryocytes), the hematopoietic stem cells (HSC) in the bone marrow generate megakaryocytes
that are poised to exert immune (immune-poised) function in the lung and niche (nichepoised) functions in organs in need of tissue repair [18–21] (Figure 1). The maturation
of both Plt-poised and immune-poised megakaryocytes is intrinsically controlled by the
balance between the transcription factors GATA1 (high expression) and GATA2 (low
expression) [18,19] while that of niche poised cells is driven by low levels of GATA1 and
high levels of GATA2. By contrast, with Ptl- and immuno-poised cells, niche-poised
megakaryocytes express high levels of genes involved in extracellular matrix formation and
TGF-β response (Figure 1). These findings are consistent with the emerging hypothesis that
megakaryocytes exert organ-specific functions [21–23] and mandate for a re-classification
of megakaryocyte maturation. Unfortunately, morphological investigation alone is unable
to discriminate between immature Plt-poised MK from mature immune-poised and nichepoised cells since all these cell types are diploid and all express CD42b and CD41. Sun
et al. have recently suggested that immuno-poised megakaryocytes specifically express
CD53 [24], while Liu et al. [25] suggested instead that these cells are uniquely characterized
by CD148 and CD48 expression. No marker has been identified so to distinguish between 3 of 8
niche-poised and Plt-poised megakaryocytes. Further studies are therefore required to
identify markers that may discriminate between these three populations to be used for
their prospective isolation and to detail their functions and the events that regulate their
differentiation.
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Since the morphology of immature megakaryocytes poised to generate Ptl and that
of mature immune- and niche-poised megakaryocytes is the same (low level of ploidy and
of granules and platelet-territories in their cytoplasm), morphological observations may

Cells 2021, 10, 3302

3 of 7

Since the morphology of immature megakaryocytes poised to generate Ptl and that of
mature immune- and niche-poised megakaryocytes is the same (low level of ploidy and
of granules and platelet-territories in their cytoplasm), morphological observations may
not establish whether the ribosomopathy in myelofibrosis (and the Gata1low mutation in
mice) blocks the maturation of Ptl-poised megakaryocytes (as hypothesized up to now)
or rather switches the maturation of the megakaryocytes in the bone marrow from that
of Ptl-poised to that of niche-poised cells, resulting in fibrosis. The latter hypothesis is in
contrast with data provided by the Verstovsek laboratory, indicating monocyte-derived
fibrocytes as responsible for the fibrosis developed in myelofibrosis [26] but consistent with
the intriguing data generated by the Balduini laboratory, indicating that, while megakaryocytes expressing collagens are very rare in the bone marrow from healthy individuals,
they represent a great proportion of those present in the bone marrow of patients with
myelofibrosis [27,28]. Whether the megakaryocytes observed by the Balduini laboratory in
myelofibrosis are niche-poised cells containing low levels of GATA1 induced by the high
levels of transforming growth factor-β (TGF-β) present in the microenvironment has not
been established as yet. Since monocytes purified from the bone marrow of myelofibrosis
patients may induce the formation of megakaryocytes and the development of myelofibrosis when transplanted in immunodeficient mice [29], the possibility exists that the
population responsible for fibrosis identified by Verstovsek et al. and by Balduini et al. is
one and the same, that is, niche poised-megakaryocytes. Further studies are necessary to
test this hypothesis.
The current model of megakaryocytopoiesis indicates that megakaryocytes are generated from hematopoietic stem cells (HSC) and progressively mature under the control
of intrinsic factors (i.e., the transcription factors GATA1 and GATA2) and extrinsic factors
(i.e., thrombopoietin (TPO) and stromal cell-derived factor 1 (SDF-1) [30]. Based on distinctive morphological markers, megakaryocyte precursors are divided into four classes of
progressively more mature cells: the pro-megakaryoblast (Stage 0), the megakaryoblast
(Stage I), the promegakaryocyte (Stage II), and finally, the mature megakaryocyte (Stage
III), which is capable of releasing platelets (Plt) [31]. Recent single cell RNAsequencing
(RNAseq) data and lineage tracking analyses indicate that Stage I megakaryocytes may
generate, in addition to platelet-poised megakaryocytes, cells that are poised to exert either
immune or niche functions [18–21]. Since the morphology of the megakaryocytes poised
to exert the different functions is the same, morphological analyses alone may not determine the relative frequency of the three populations in various tissues. We suggest that,
as hypothesized by the Balduini laboratory [27,28], the GATA1 hypomorphic immature
megakaryocytes found in the bone marrow of patients with myelofibrosis are niche-poised
cells and are directly responsible for fibrosis.
3. Endothelial Cells (EC), a New Source of Megakaryocyte Precursors Which May Be
Responsible to Generate the Megakaryocytes That Drive Myelofibrosis
Myelofibrosis is the end-stage phase of the Philadelphia-negative MPNs, a continuum
class of diseases driven by mutations in genes of the thrombopoietin axes (MPL, JAK2, or
Calreticulin) occurring at the level of the HSC and that alter its proliferation [1]. Most of
what is known of the mechanisms that guide progression of MPN to myelofibrosis has been
obtained by studying models harboring the JAK2V617F mutations, under the assumption
that similar mechanisms drive the disease also in patients harboring different mutations [1].
Two cell populations are thought to be responsible for driving fibrosis in the bone marrow:
JAK2V617F-megakaryocytes generated by the malignant HSC, which remain immature
and present a pro-fibrotic phenotype very similar to that expressed by the niche-forming
megakaryocytes (Figure 1 and [18,32]), and JAK2V617F-ECs, which do not derive from
HSC, found in the blood vessels from the liver and spleen (but also in the marrow) of MPN
patients [33,34]. Data in animal models supporting the pathobiological role of both cell
populations in the etiology of the disease exist. In fact, lineage-restricted expression of
JAK2V617F in mice in either the megakaryocytes or the ECs has been shown to be sufficient
to promote the development of the MPN phenotype even if the hematopoietic stem cells
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of these mice are normal [35–37]. However, since the EC do not derive from the HSC and
myelofibrosis is a clonal defect of the HSC [38], the presence of the JAK2V617F mutation in
EC and their role in the pathogenesis of the disease are puzzling.
Wang et al. [18] greatly advanced our understanding of the ontogenesis and cytogenesis of megakaryocytopoiesis by identifying a subpopulation of thrombospondin1-positive
ECs derived from human embryonic stem cells (hESC) that, following induction, differentiate into megakaryocytes in vitro. Lineage-tracing markers in mice had previously
identified that definitive HSC arise in the aorta–gonad–mesonephric region of the embryos from the hemogenic endothelium which gives rise, by asymmetric division, to
resident ECs and HSCs, which are released into the blood and subsequently colonize the
liver [39]. The Peault laboratory then described the presence of definitive HSCs in the
aorta–gonad–mesonephric region of human embryos that were capable of colonizing adult
xenografts [40] and reported that definitive HSCs were derived from hemogenic endothelium generated in culture from hESC that resemble those observed in mouse embryos.
The fact that the timing at which thrombospondin1-positive EC are detected in hESC
culture (day 5) is similar to when hESC generate the hemogenic endothelium described by
Peault [41] suggests that the hemogenic endothelium gives rise at the same time to HSC and
to ECs posed to generate niche-poised megakaryocytes, motile cells that may reach the liver
to support its colonization by the HSC (Figure 2). Although thrombospondin-positive EC
generate in vitro mostly immune- and Ptl-poised megakaryocytes, it should be mentioned
that the microenvironment of the embryo discourage the differentiation of immune cells.
Therefore, we hypothesize that in vivo megakaryocyte-biased EC are guided toward the
niche-poised lineage rather than the immune-poised one. This hypothesis, which needs to
be tested by dedicated experiments, provides a coherent model for the generation of the
HSC and of their supporting niche from a common precursor during ontogenesis.
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the HSC before birth is provided by the observation that infants with Downs Syndrome
who accumulate during their fetal life deletions in the GATA1 gene supporting expression
only of a hypomorphic isoform of the GATA1 protein are prone to develop a transient
MPN, which eventually progresses to acute megakaryocytic leukemia [31,43]. The data
by Wang et al. [18] suggest that this sequence of events, as first hypothesized by the Orkin
laboratory [44], is due to low levels of functional GATA1, which favor differentiation of
niche-supporting megakaryocytes in these children (Figure 2). The extensive HSC proliferation supported by these megakaryocytes after birth would then favor accumulation of
additional HSC mutations and progression to acute leukemia. These findings are in synchrony with the recent intriguing report of Williams et al., indicating that the JAK2V617F
mutation may be first acquired during fetal development, while the actual MPN phenotype
only becomes apparent during adulthood [45]. The confluence of these observations suggests that some hematological malignancies may arise during fetal development and that
they are induced by mutations in the hemogenic endothelium, which may represent the
embryonic equivalent of the hemangioblasts found in adult tissues, which generates both
the HSC and their supporting niche. This hypothesis would explain why the JAK2V617F
mutation is detected both in hematopoietic and endothelial cells. Whether the JAK2V617F
mutation first arises in the hemogenic endothelium, which generates both the HSC and
the thrombospondin1-positive EC capable of generating megakaryocyte-primed EC, and
whether these thrombospondin1-positive EC persist in myelofibrosis, is worthy of further
investigation.
These photos depict the great hyperproliferation of HSC occurring in extramedullary
sites both during development and in MPN. The paper by Wang et al. [18] provides data
inferring that niche-forming megakaryocytes, possibly generated by thrombospondin1positive EC derived from the hemogenic endothelium, that may represent the embryonic
equivalent of the hemangioblasts found in adult tissues, may be responsible for the hyperproliferation of the HSC observed in the liver during embryonic development and, driven
by JAK2V617F, in the extramedullary sites in MPN.
4. Conclusions
Emerging concepts on megakaryocytopoiesis are revolutionizing what we knew on
this process and on what are its abnormalities, which are involved in the etiology of
myelofibrosis, the most severe of the Philadelphia-negative MPN. In addition, to provide
a framework to re-conciliate contradictory results currently published on this disease,
these emerging concepts suggest new avenues of investigation that hold great promise to
ameliorate the prognosis and the therapy for this unmet clinical need.
Funding: The study was supported by: P01CA108671, R01HL134684 and AIRC IG23525.
Conflicts of Interest: The author declares no conflict of interest.

References
1.
2.
3.
4.

5.

6.

Tefferi, A. Primary myelofibrosis: 2021 update on diagnosis, risk-stratification and management. Am. J. Hematol. 2021, 96, 145–162.
[CrossRef]
Mascarenhas, J.; Hoffman, R. A comprehensive review and analysis of the effect of ruxolitinib therapy on the survival of patients
with myelofibrosis. Blood 2013, 121, 4832–4837. [CrossRef] [PubMed]
Zucker-Franklin, D. Ultrastructural studies of hematopoietic elements in relation to the myelofibrosis-osteosclerosis syndrome,
megakaryocytes and platelets (MMM or MOS). Adv. Biosci. 1975, 16, 127–143.
Vannucchi, A.M.; Pancrazzi, A.; Guglielmelli, P.; Di Lollop, S.; Bogani, C.; Baroni, G.; Bianchi, L.; Migliaccio, A.R.; Bosi, A.;
Paoletti, F. Abnormalities of GATA-1 in megakaryocytes from patients with idiopathic myelofibrosis. Am. J. Pathol. 2005, 167,
849–858. [CrossRef]
Gilles, L.; Arslan, A.D.; Marinaccio, C.; Wen, Q.J.; Arya, P.; McNulty, M.; Yang, Q.; Zhao, J.C.; Konstantinoff, K.; Lasho, T.; et al.
Downregulation of GATA1 drives impaired hematopoiesis in primary myelofibrosis. J. Clin. Investig. 2017, 127, 1316–1320.
[CrossRef]
Shivdasani, R.A. Molecular and Transcriptional Regulation of Megakaryocyte Differentiation. Stem Cells 2001, 19, 397–407.
[CrossRef]

Cells 2021, 10, 3302

7.
8.
9.
10.
11.

12.

13.

14.
15.

16.

17.
18.
19.
20.
21.
22.
23.

24.
25.
26.

27.

28.

29.

30.
31.

6 of 7

Shivdasani, R.A.; Fujiwara, Y.; McDevitt, M.A.; Orkin, S.H. A lineage-selective knockout establishes the critical role of transcription
factor GATA-1 in megakaryocyte growth and platelet development. EMBO J. 1997, 16, 3965–3973. [CrossRef]
Vyas, P.; Ault, K.; Jackson, C.W.; Orkin, S.H.; Shivdasani, R.A. Consequences of GATA-1 deficiency in megakaryocytes and
platelets. Blood 1999, 93, 2867–2875. [CrossRef]
Vannucchi, A.M.; Bianchi, L.; Cellai, C.; Paoletti, F.; Rana, R.A.; Lorenzini, R.; Migliaccio, G.; Migliaccio, A.R. Development of
myelofibrosis in mice genetically impaired for GATA-1 expression (GATA-1low mice). Blood 2002, 100, 1123–1132. [CrossRef]
Schmitt, A.; Jouault, H.; Guichard, J.; Wendling, F.; Drouin, A.; Cramer, E.M. Pathologic interaction between megakaryocytes and
polymorphonuclear leukocytes in myelofibrosis. Blood 2000, 96, 1342–1347. [CrossRef] [PubMed]
Le Bousse-Kerdilès, M.C.; Chevillard, S.; Charpentier, A.; Romquin, N.; Clay, D.; Smadja-Joffe, F.; Praloran, V.; Dupriez, B.;
Demory, J.L.; Jasmin, C.; et al. Differential expression of transforming growth factor-beta, basic fibroblast growth factor, and
their receptors in CD34+ hematopoietic progenitor cells from patients with myelofibrosis and myeloid metaplasia. Blood 1996, 88,
4534–4546. [CrossRef]
Campanelli, R.; Rosti, V.; Villani, L.; Castagno, M.; Moretti, E.; Bonetti, E.; Bergamaschi, G.; Balduini, A.; Barosi, G.; Massa, M.
Evaluation of the bioactive and total transforming growth factor β1 levels in primary myelofibrosis. Cytokine 2011, 53, 100–106.
[CrossRef]
Zingariello, M.; Martelli, F.; Ciaffoni, F.; Masiello, F.; Ghinassi, B.; Amore, E.D.; Massa, M.; Barosi, G.; Sancillo, L.; Li, X.; et al.
Characterization of the β1 signaling abnormalities in the Gata1 low mouse model of myelo fi brosis. Blood J. Am. Soc. Hematol.
2019, 121, 3345–3364. [CrossRef]
Ling, T.; Crispino, J.D.; Zingariello, M.; Martelli, F.; Migliaccio, A.R. GATA1 insufficiencies in primary myelofibrosis and other
hematopoietic disorders: Consequences for therapy. Expert Rev. Hematol. 2018, 11, 169–184. [CrossRef]
Eliades, A.; Papadantonakis, N.; Bhupatiraju, A.; Burridge, K.A.; Johnston-Cox, H.A.; Migliaccio, A.R.; Crispino, J.D.; Lucero,
H.A.; Trackman, P.C.; Ravid, K. Control of megakaryocyte expansion and bone marrow fibrosis by lysyl oxidase. J. Biol. Chem.
2011, 286, 27630–27638. [CrossRef]
Jeremy Wen, Q.; Yang, Q.; Goldenson, B.; Malinge, S.; Lasho, T.; Schneider, R.K.; Breyfogle, L.J.; Schultz, R.; Gilles, L.; Koppikar, P.;
et al. Targeting megakaryocytic-induced fibrosis in myeloproliferative neoplasms by AURKA inhibition. Nat. Med. 2015, 21,
1473–1480. [CrossRef]
Eran, Z.; Zingariello, M.; Bochicchio, M.T.; Bardelli, C.; Migliaccio, A.R. Novel strategies for the treatment of myelofibrosis driven
by recent advances in understanding the role of the microenvironment in its etiology. F1000Research 2019, 8, 1662. [CrossRef]
Wang, H.; He, J.; Xu, C.; Chen, X.; Yang, H.; Shi, S.; Liu, C.; Zeng, Y.; Wu, D.; Bai, Z.; et al. Decoding Human Megakaryocyte
Development. Cell Stem Cell 2021, 28, 535–549e8. [CrossRef] [PubMed]
Yeung, A.K.; Villacorta-Martin, C.; Hon, S.; Rock, J.R.; Murphy, G.J. Lung megakaryocytes display distinct transcriptional and
phenotypic properties. Blood Adv. 2020, 4, 6204–6217. [CrossRef] [PubMed]
Sun, S.; Jin, C.; Si, J.; Lei, Y.; Chen, K.; Cui, Y.; Liu, Z.; Liu, J.; Zhao, M.; Zhang, X.; et al. Single-Cell Analysis of Ploidy and
Transcriptome Reveals Functional and Spatial Divergency in Murine Megakaryopoiesis. Blood 2021. [CrossRef] [PubMed]
Pariser, D.N.; Hilt, Z.T.; Ture, S.K.; Blick-Nitko, S.K.; Looney, M.R.; Cleary, S.J.; Roman-Pagan, E.; Saunders, J.; Georas, S.N.;
Veazey, J.; et al. Lung megakaryocytes are immune modulatory cells. J. Clin. Investig. 2021, 131, e1373776. [CrossRef] [PubMed]
Boilard, E.; Machlus, K.R. Location is everything when it comes to megakaryocyte function. J. Clin. Investig. 2021, 131. [CrossRef]
Lefrançais, E.; Ortiz-Muñoz, G.; Caudrillier, A.; Mallavia, B.; Liu, F.; Sayah, D.M.; Thornton, E.E.; Headley, M.B.; David, T.;
Coughlin, S.R.; et al. The lung is a site of platelet biogenesis and a reservoir for haematopoietic progenitors. Nature 2017, 544,
105–109. [CrossRef]
Sun, S.; Jin, C.; Li, Y.; Si, J.; Cui, Y.; Rondina, M.T.; Tang, F.; Wang, Q. Transcriptional and Spatial Heterogeneity of Mouse
Megakaryocytes at Single-Cell Resolution. Blood 2019, 134, 275. [CrossRef]
Liu, C.; Huang, B.; Wang, H.; Zhou, J. The heterogeneity of megakaryocytes and platelets and implications for ex vivo platelet
generation. Stem Cells Transl Med. 2021, 1–7. [CrossRef]
Verstovsek, S.; Manshouri, T.; Pilling, D.; Bueso-Ramos, C.E.; Newberry, K.J.; Prijic, S.; Knez, L.; Bozinovic, K.; Harris, D.M.;
Spaeth, E.L.; et al. Role of neoplastic monocyte-derived fibrocytes in primary myelofibrosis. J. Exp. Med. 2016, 213, 1723–1740.
[CrossRef]
Abbonante, V.; Di Buduo, C.A.; Gruppi, C.; Malara, A.; Gianelli, U.; Celesti, G.; Anselmo, A.; Laghi, L.; Vercellino, M.; Visai, L.;
et al. Thrombopoietin/TGF-β1 Loop Regulates Megakaryocyte Extracellular Matrix Component Synthesis. Stem Cells 2016, 34,
1123–1133. [CrossRef] [PubMed]
Malara, A.; Currao, M.; Gruppi, C.; Celesti, G.; Viarengo, G.; Buracchi, C.; Laghi, L.; Kaplan, D.L.; Balduini, A. Megakaryocytes
contribute to the bone marrow-matrix environment by expressing fibronectin, type IV collagen, and laminin. Stem Cells 2014, 32,
926–937. [CrossRef] [PubMed]
Manshouri, T.; Verstovsek, S.; Harris, D.M.; Veletic, I.; Zhang, X.; Post, S.M.; Bueso-Ramos, C.E.; Estrov, Z. Primary myelofibrosis
marrow-derived CD14+/CD34- monocytes induce myelofibrosis-like phenotype in immunodeficient mice and give rise to
megakaryocytes. PLoS ONE 2019, 14, e0222912. [CrossRef] [PubMed]
Mazzarini, M.; Verachi, P.; Martelli, F.; Migliaccio, A.R. Role of β1 integrin in thrombocytopoiesis. Fac. Rev. 2021, 10. [CrossRef]
Smith, B.W.; Murphy, G.J. Stem cells, megakaryocytes, and platelets. Curr. Opin. Hematol. 2014, 21, 430–437. [CrossRef]

Cells 2021, 10, 3302

32.
33.
34.
35.
36.
37.
38.
39.
40.
41.

42.
43.
44.
45.

7 of 7

Malara, A.; Abbonante, V.; Zingariello, M.; Migliaccio, A.; Balduini, A. Megakaryocyte contribution to bone marrow fibrosis:
Many arrows in the quiver. Mediterr. J. Hematol. Infect. Dis. 2018, 10, 1–18. [CrossRef]
Sozer, S.; Fiel, M.I.; Schiano, T.; Xu, M.; Mascarenhas, J.; Hoffman, R. The presence of JAK2V617F mutation in the liver endothelial
cells of patients with Budd-Chiari syndrome. Blood 2009, 113, 5246–5249. [CrossRef]
Rosti, V.; Villani, L.; Riboni, R.; Poletto, V.; Bonetti, E.; Tozzi, L.; Bergamaschi, G.; Catarsi, P.; Dallera, E.; Novara, F.; et al. Spleen
endothelial cells from patients with myelofibrosis harbor the JAK2V617F mutation. Blood 2013, 121, 360–368. [CrossRef] [PubMed]
Lin, C.H.S.; Zhang, Y.; Kaushansky, K.; Zhan, H. JAK2V617F -bearing vascular niche enhances malignant hematopoietic
regeneration following radiation injury. Haematologica 2018, 103, 1160–1168. [CrossRef] [PubMed]
Zhan, H.; Ma, Y.; Lin, C.H.S.; Kaushansky, K. JAK2(V617F)-mutant megakaryocytes contribute to hematopoietic stem/progenitor
cell expansion in a model of murine myeloproliferation. Leukemia 2016, 30, 2332–2341. [CrossRef]
Woods, B.; Chen, W.; Chiu, S.; Marinaccio, C.; Fu, C.; Gu, L.; Bulic, M.; Yang, Q.; Zouak, A.; Jia, S.; et al. Activation of JAK/STAT
Signaling in Megakaryocytes Sustains Myeloproliferation In Vivo. Clin. Cancer Res. 2019, 25, 5901–5912. [CrossRef]
Adamson, J.W.; Fialkow, P.J.; Murphy, S.; Prchal, J.F.; Steinmann, L. Polycythemia Vera: Stem-Cell and Probable Clonal Origin of
the Disease. N. Engl. J. Med. 1976, 295, 913–916. [CrossRef] [PubMed]
Dzierzak, E.; Bigas, A. Blood Development: Hematopoietic Stem Cell Dependence and Independence. Cell Stem Cell 2018, 22,
639–651. [CrossRef]
Tavian, M.; Hallais, M.F.; Péault, B. Emergence of intraembryonic hematopoietic precursors in the pre-liver human embryo.
Development 1999, 126, 793–803. [CrossRef]
Zambidis, E.T.; Peault, B.; Park, T.S.; Bunz, F.; Civin, C.I. Hematopoietic differentiation of human embryonic stem cells progresses
through sequential hematoendothelial, primitive, and definitive stages resembling human yolk sac development. Blood 2005, 106,
860–870. [CrossRef]
Zahr, A.A.; Salama, M.E.; Carreau, N.; Tremblay, D.; Verstovsek, S.; Mesa, R.; Hoffman, R.; Mascarenhas, J. Bone marrow fibrosis
in myelofibrosis: Pathogenesis, prognosis and targeted strategies. Haematologica 2016, 101, 660–671. [CrossRef] [PubMed]
Ahmed, M.; Sternberg, A.; Hall, G.; Thomas, A.; Smith, O.; O’Marcaigh, A.; Wynn, R.; Stevens, R.; Addison, M.; King, D.; et al.
Natural history of GATA1 mutations in Down syndrome. Blood 2004, 103, 2480–2489. [CrossRef]
Li, Z.; Godinho, F.J.; Klusmann, J.-H.; Garriga-Canut, M.; Yu, C.; Orkin, S.H. Developmental stage–selective effect of somatically
mutated leukemogenic transcription factor GATA1. Nat. Genet. 2005, 37, 613–619. [CrossRef] [PubMed]
Williams, N.; Lee, J.; Moore, L.; Baxter, E.J.; Hewinson, J.; Dawson, K.J.; Menzies, A.; Godfrey, A.L.; Green, A.R.; Campbell, P.J.;
et al. Phylogenetic reconstruction of myeloproliferative neoplasm reveals very early origins and lifelong evolution. bioRxiv 2020.
[CrossRef]

