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Introduction
Acute megakaryoblastic leukemia (AMKL) is characterized 

by impaired terminal megakaryocytic differentiation and the 
accumulation of megakaryoblasts in bone marrow [1]. AMKL consists 
of approximately 13% of all pediatric leukemia cases [2]. AMKL 
patients are classified as Down syndrome (DS) leukemia and non-
DS leukemia [3]. Chromosome translocations have been discovered 
in patients with non-DS leukemia. RBM15-MKL1, which is derived 
from the t (1; 22) translocation, fuses an almost full-length RBM15 
protein (OTT) to the MKL1 protein (MAL). The t (1; 22) translocation 
accounts for approximately 13% of non-DS leukemia cases [4]. RBM15-
MKL1 knock-in mice display aberrant hematopoiesis and develop low 
penetrant AMKL. Introducing a constitutively active thrombopoietin 
(TPO) receptor (MPL) mutant into RBM15-MKL1 knock-in bone 
marrow cells efficiently induced robust AMKL with a short latency [5]. 

Both the RBM15 and MKL1 genes are critical for megakaryocytic 
differentiation. RBM15 is a member of the Spen family, whose 

members have 3 RNA recognition motifs and an SPOC domain [6]. 
RBM15 modulates RNA surveillance, transport and degradation 
through its RNA recognition motifs [7]. RNA splicing of some critical 
transcription factors involved in megakaryocytic differentiation such 
as GATA1, RUNX1, TAL1 and MPL are regulated by RBM15 [8]. 
RBM15 regulates Notch pathway through its C-terminal SPOC domain 
by binding to RBPJ, a subunit of Notch transcriptional regulatory 
complex. Conditional knockout of RBM15 in adult mice shows that 
RBM15 is required for the stress response of hematopoietic stem cells, 
and RBM15 knockout promotes the proliferation of megakaryocyte 
(MK) progenitor cells [9]. MKL1 is a transcriptional coactivator that 
belongs to the myocardin family. MKL1 resides in the cytoplasm and 
translocates into the nucleus to bind serum response factor (SRF) in 
response to cell differentiation signals [10]. MKL1 is upregulated 
during murine megakaryocyte differentiation, and MKL1-knockout 
mice leads to the increase in the number of megakaryocytic progenitors 
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Abstract 
Objective: The chromosome translocation t (1;22), which generates the RBM15-MKL1 fusion gene, is found 

in approximately 10% of pediatric acute megakaryoblastic leukemia cases. Given that PRMT1 downregulation is 
critical for megakaryocyte differentiation, we propose the use of the PRMT1 inhibitor furamidine to stimulate RBM15-
MKL1-transformed human cord blood cells to undergo megakaryocyte differentiation. 

Materials and methods: Human CD34+ cells were purified from umbilical cord blood with anti-CD34 magnetic 
beads. Lentivirus-infected CD34+ cells were sorted using flow cytometry. The methylcellulose colony replating 
assay was performed to evaluate the transformation efficiency. Cell viability was calculated using a CellTiter-Glo® 
luminescent cell viability assay kit. 

Results: The simultaneous transduction of RBM15-MKL1 and MPLW515L, a mutated MPL gene found in AMKL 
patients, into human CD34+ cells resulted in long-term growth in the presence of a cytokine mix that maintains a 
population of hematopoietic stem progenitor cells. Elevated expression of PRMT1 was detected in cells transduced 
with RBM15-MKL1 together with MPLW515L. The PRMT1 inhibitor furamidine (aka DB75) reversed the inhibition of 
RBM15-MKL1-mediated megakaryocytic differentiation and impeded the replating capability of the transformed cells. 

Conclusion: PRMT1 facilitates the transformation induced by RBM15-MKL1, and inhibiting PRMT1 activity 
promotes MK differentiation. Given that furamidine has been used for treating trypanosomiasis in clinical trials and 
proven to be safe, using furamidine to treat AMKL may be a new curative option for RBM15-MKL1-associated 
leukemia.
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[11]. The fusion of the RBM15 and MKL1 genes results in loss of 
their individual physiological functions and gain of function toward 
AMKL development [12]. RBM15-MKL1 fusion gene activates the 
Notch pathway via by interacting with RBPJ, a subunit of the NOTCH 
transcriptional regulatory complex. Activated Notch signaling has 
been implicated in both hematopoietic stem cell immortalization and 
tumorigenesis. 

Protein arginine methyltransferase 1 (PRMT1) catalyzes 
asymmetric arginine methylation and accounts for the majority 
of enzymatic activity in cells [13]. PRMT1 facilitates tumor cell 
proliferation in myeloid leukemia, lymphoid leukemia, and lymphoma 
as well as promotes metastasis of solid tumors [14]. Several potent and 
selective PRMT1 inhibitors have been successfully developed [15]. One 
PRMT1 inhibitor, DB75, has been successfully used for treating parasite 
infections such as trypanosomiasis and leishmania and has been proven 
to be safe in mouse studies and clinical trials [16]. Inhibition of PRMT1 
activity by DB75 promotes MK terminal differentiation. This study 
aimed to explore the feasibility of using either the PRMT1 inhibitor 
DB75 or furamidine to treat AMKL. The success of using DB75 to 
restore MK differentiation would lay the groundwork for future animal 
studies with patient-derived xenograft models. 

Materials and Methods
Purification and culture of human CD34+ cells

Human umbilical cord blood was collected from healthy pregnant 
women who provided informed consent. After separation with Ficoll-
Paque PLUS (GE), CD34+ cells were purified with anti-CD34 magnetic 
beads (Miltenyi Biotec, Bergisch Gladbach, Germany) in accordance 
with the manufacturer’s instructions and cultured in Iscove’s modified 
Dulbecco’s medium (GIBCO) supplemented with 20% serum 
substitutes (BIT) (Stem Cell Technology, Canada) and a cytokine 
mixture (20 ng/mL TPO, 20 ng/mL interleukin-6, 100 ng/mL stem 
cell factor, 10 ng/mL Flt3 ligand; all from Peprotech). The purification 
achieved 95% purity for CD34+ cells according to FACS analysis.

Viral production and transduction

HEK293T cells were cultured in DMEM supplemented with 10% 
FBS containing 100 U/mL penicillin and 100 µg/ml streptomycin. For 
virus production, HEK293T cells were cotransfected with lentiviral 
plasmids and helper plasmids as previously described. Supernatant 
containing lentivirus was collected and concentrated using the PEG 
concentration method [17]. After transduction with concentrated 
lentivirus, FACS sorted GFP and mCherry double positive cells (BD 
FACSAria III). The data were analyzed with FlowJo software. 

Cells serial replating assays

Assays were performed using MethoCult H4100 medium (StemCell 
Technologies) supplemented with 20% BIT, 50 μM β-mercaptoethanol, 
2 mM L-glutamine, 100 U/mL penicillin/streptomycin, and a human 
cytokine mixture (20 ng/mL TPO, 20 ng/mL interleukin-6, 100 ng/mL 
stem cell factor, 10 ng/mL Flt3 ligand; all from Peprotech), MethoCult 
containing 5000 cells was dispensed into one well of a 6-well plate. 
Colonies containing more than 50 cells were scored on day 10. Colonies 
were pooled together, and 5000 cells were used for replating.

Flow cytometry analysis 

For the megakaryocytic differentiation analysis, cells were stained 
with anti-CD41 and anti-CD42 antibodies (BD). The samples were 
analyzed within 1 hour after staining by a BD FACSCalibur machine. 

Real-time Polymerase Chain Reaction (RT-PCR)

Total RNA was isolated from 5 × 105 cells using an RNeasy Micro Kit 
(QIAGEN), and cDNA was reversed transcribed using the SuperScript® 
First-Strand Synthesis System (Invitrogen). RT-PCR was performed 
using SYBR® Green Real-time PCR Master Mix-Plus (Thermo 
Scientific). GAPDH was used as an internal control for normalization. 
The relative expression level was calculated by the Δ(ΔCt) method, and 
all the results are expressed as the mean values± standard errors from 
at least 3 independent experiments. Human PRMT1 forward primer: 
5’-CCAGTGGAGAAGGTGGACAT-3’, human PRMT1 reverse 
primer: 5’-CTCCCACCAGTGGATCTTGT-3’.

Results
T﻿﻿he RBM15-MKL1 fusion protein supports long-term 
proliferation in cooperation with the MPLW515L active mutant

It is difficult to obtain samples with the RBM15-MKL1 fusion from 
patients due to the low incidence rate and young age (infants younger 
than one year old). Therefore, we asked whether RBM15-MKL1 might 
be able to transform CD34+ cells isolated from human cord blood, 
which may partially mimic the pathological features of RBM15-MKL1 
leukemia. Transduction with RBM15-MKL1 or MPLW515Lalone cannot 
support cell proliferation for longer than 40 days. Transduction of 
RBM15-MKL1 into CD34+ cells promotes long-term proliferation 
with the cooperation of the mutant MPL gene (Figure 1A). The serial 
replating assay showed that RBM15-MKL1 did not support replating 
for more than one round, while the cells expressing MPLW515L and 
RBM15-MKL support at least three rounds of replating (Figure 1B). 
This result implies that the RBM15-MKL1 fusion protein alone cannot 
fully transform normal hematopoietic stem/progenitor cells. This 
result is also agreeable with data published by Mercher et al., which 

Figure 1: The RBM15-MKL1 fusion protein promotes long-term proliferation in 
conjunction with the MPLW515L active mutant. 
(A) Daily cell counts of CD34+ cells transduced with RBM15-MKL1 (OM), 
RBM15-MKL1+ MPLW515L, and MPLW515L. (B) Results of the colony replating 
assay for CD34+ cells transduced with RBM15-MKL1, RBM15-MKL1+ 
MPLW515L, or MPLW515L. Cells (5000/well) were seeded for each condition in 
triplicate. (C) Human cord blood CD34+ cells were infected with lentivirus 
expressing RBM15-MKL1, RBM15-MKL1+ MPLW515L or MPLW515L and grown 
in pro-MK differentiation medium for 7 days. The matured MK cells were 
measured as the percentage of CD41+CD42+ cells.
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demonstrated that RBM15-MKL1 alone can only cause low penetrant 
AMKL1 and that an additional mutation such as c-MPLW515L is needed 
for rapid progression to full-blown AMKL. Interestingly, we also found 
that the MPL mutant can further transform human CD34+ cells as 
shown in the liquid culture and colony formation assays (Figure 1B). 
FACS analysis showed that the double transduced cells were CD41-

, which implies that the differentiation is blocked at stages before 
cells are committed to the MK progenitor line (Figure 1C). Since 
RBM15-MKL1-initiated leukemias are CD41+, MPLW515L may not be 
a cooperative mutation in human patients. Nevertheless, the double 
transduced human cells may still offer some mechanistic insight on 
RBM15-MKL1-mediated leukemogenesis. Given that PRMT1 has 
been reported to be highly expressed in AMKL leukemia [18], we 
performed real-time PCR to determine the PRMT1 expression level 
in these cord blood cells transduced with RBM15-MKL1, MPLW515L 
or both oncogenes together. Strikingly, the PRMT1 expression levels 
were tenfold higher in cells transduced with both two oncogenes 
together (Figures 2A and 2B). Thus, we hypothesized that PRMT1 
may be responsible for promoting the proliferation of RBM15-MKL1-
transformed leukemia. 

The PRMT1 inhibitor furamidine promotes the differentiation 
of transformed CD34+cells

Furamidine (DB75) has been used as anti-parasite drug [19]. 
Recently, DB75 was demonstrated to inhibit PRMT1. Treatment of 
normal CD34+ cells with DB75 promoted MK differentiation. Thus 
we speculated that DB75 might restore MK differentiation of cells 
transduced with RBM15-MKL1 and MPLW515L. To this end, we treated 
CD34+ cells transduced with RBM15-MKL1 and MPLW515L with 1 μM 
of DB75. Within 3 days, the DB75-treated cells stopped growing and 
died (Figure 3A). Then, we performed the serial replating assay with 
the drug-treated cells. DB75 impeded colony formation at the third 
round of replating (Figure 3B). We subjected the transformed cells to 
MK differentiation by culturing the cells with high concentrations of 
TPO. As shown in Figure 1, the transformed cells could not proceed 
to terminal differentiation, while DB75 treatment resulted in terminal 
differentiation (Figure 3C).

Discussion
The oncogenic role of the RBM15-MKL1 fusion protein in AMKL 

development has been demonstrated in the RBM15-MKL1 knock-in 
mouse mode. However, how RBM15-MKL1 transforms human cells 
has not been investigated. Given that RBM15-MKL1 mostly causes 
AMKL in patients younger than one year old, using human cord 
blood cells (which are at the fetal stage of hematopoiesis) may better 
mimic human AMKL. In this study, we used CD34+ cells derived 
from human cord blood to investigate how RBM15-MKL1 drives 
leukemia development. Although most of the cases of DS AMKL and 
non-DS AMKL without the RBM15-MKL1 translocation carry either 
active kinase mutations in JAK1, JAK2, JAK3, MPL, KRAS, or NRAS 
or loss-of-function mutations in epigenetic genes, no cooperative 
mutations have been found for RBM15-MKL1-initiated leukemia [20]. 
Intriguingly, amplification of chromosome 19 has been associated with 
RBM15-MKL1-induced AMKL. Of note, PRMT1 is on chromosome 
19. We speculate that high expression levels of PRMT1 may be 
responsible for facilitating AMKL development.

This study validates the notion that PRMT1 is involved in RBM15-
MKL1-associated aberrant megakaryocyte differentiation and cell 
immortalization. A decline in PRMT1 expression was observed during 
normal megakaryocytic differentiation of human CD34+ cells, and 
ectopic expression of PRMT1 negatively modulated megakaryocyte 
terminal differentiation. RBM15-MKL1 fusion and mutant MPL 
transformed human CD34+ cells into cells with highly increased 
levels of PRMT1 expression. PRMT1 has been proven to contribute 
to tumorigenesis by regulating multiple molecular events [21,22]. 
PRMT1 specifically methylates arginine 3 on histone H4, which is 

Figure 2: PRMT1 is highly expressed in RBM15-MKL transformed cells.

(A) PRMT1 protein expression was detected in CD34+ cells transduced with 
RBM15-MKL1, RBM15-MKL1 plus MPLW515L, or MPLW515L. Co-transduced cells 
presented the highest level of PRMT1 expression as shown by intracellular 
staining and FACS analysis. (B) PRMT1 gene expression was detected by 
real-time PCR. Three independent experiments were performed. P values 
were calculated using a t test (*** P<0.001). 

Figure 3: Inhibition of PRMT1 enzymatic activity by furamidine restores MK 
differentiation cells transduced with RBM15-MKL1 and MPLW515L. 
(A) Cell viability of RBM15-MKL1+ MPLW515L CD34+cells treated with furamidine 
as determined with a CellTiter-Glo® Luminescent Cell Viability Assay. (B) 
Serial colony replating assay for cells expressing RBM15-MKL1+ MPLW515L 
in the presence or absence of furamidine treatment. (C) Human adult CD34+ 
cells were infected with RBM15-MKL1+ MPLW515L in the presence or absence 
of furamidine treatment and grown in pro-MK differentiation medium for 7 days.
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associated with transcription activation. PRMT1 can also methylate 
large numbers of non-histone substrates, including RBM15 and 
RUNX1, and is involved in normal and malignant hematopoiesis [23]. 
Thus, inhibition of PRMT1 activity may have profound effects on MK 
differentiation by altering multiple pathways. 

The precise mechanisms involved in PRMT1-mediated AMKL 
are still elusive. The PRMT1 inhibitor can overcome RBM15-MKL1-
induced block of megakaryocyte differentiation and repress cell 
growth. The oncogenic role of PRMT1 in mixed lineage leukemia 
(MLL) with the MLL-EEN fusion gene has been reported [24]. PRMT1
interacts with AML1-ETO and is crucial for AML1–ETO-mediated
transformation [25]. Taken together, these studies suggest that PRMT1 
inhibitors could be used to treat various types of acute myeloid
leukemia. Furamidine has been used in clinical trials [26-28]. Overall,
DB75 is well tolerated in animal studies. In the future, we will test DB75 
in the AMKL mouse model. Therefore, DB75 may be a front runner as
a PRMT1 inhibitor for cancer treatment.

Contributors
SJ designed and performed the experiments, analyzed the data, 

and wrote the manuscript. ZY and MF performed the experiments and 
analyzed the data. SY and JS provided reagents and made suggestions. 
JZ, PZ, WZ, and HW performed the experiments. JM and YG analyzed 
the data and made suggestions. YL conceived and designed the project, 
analyzed the data and wrote the manuscript. All the authors read and 
approved the final manuscript. 

Acknowledgements

The project was supported by the Nature Science Foundation of China (NSFC) 
grant nos. 81270570 and 81470365 and a fellowship from the China Scholarship 
Council to SJ.

Competing Interest

The authors declare no competing interests in the contents of this manuscript.

References

1. Garel D, Mielot F, Gaulard P, Quillard J, Dommergues JP, et al. (1991) 
Acute megakaryocytic leukemia (AMKL) with major myelofibrosis in an infant. 
Diagnosis by liver biopsy and response to treatment. Nouv Rev Fr Hematol 
33: 5-8.

2.	 Athale UH, Razzouk BI, Raimondi SC, Tong X, Behm FG, et al. (2001) 
Biology and outcome of childhood acute megakaryoblastic leukemia: a single 
institution’s experience. Blood 97: 3727-3732.

3.	 Hama A, Yagasaki H, Takahashi Y, Nishio N, Muramatsu H, et al. (2008) Acute 
megakaryoblastic leukaemia (AMKL) in children: a comparison of AMKL with 
and without Down syndrome. Br J Haematol 140: 552-561.

4. Roy A, Roberts I, Norton A, Vyas P (2009) Acute megakaryoblastic leukaemia 
(AMKL) and transient myeloproliferative disorder (TMD) in Down syndrome: a 
multi-step model of myeloid leukaemogenesis. Br J Haematol 147: 3-12.

5. Mercher T, Raffel GD, Moore SA, Cornejo MG, Baudry-Bluteau D, et al. (2009) 
The OTT-MAL fusion oncogene activates RBPJ-mediated transcription and 
induces acute megakaryoblastic leukemia in a knockin mouse model. J Clin 
Invest 119: 852-864.

6. Su H, Liu,yanyan, Xinyang, Zhao (2015) Split End Family RNA Binding 
Proteins: Novel Tumor Suppressors Coupling Transcriptional Regulation with 
RNA Processing. Cancer Translational Medicine 1: 21-25.

7. Lindtner S, Zolotukhin AS, Uranishi H, Bear J, Kulkarni V, et al. (2006) RNA-
binding motif protein 15 binds to the RNA transport element RTE and provides 
a direct link to the NXF1 export pathway. J Biol Chem 281: 36915-36928.

8. Zhang L, Tran NT, Su H, Wang R, Lu Y, et al. (2015) Cross-talk between 
PRMT1-mediated methylation and ubiquitylation on RBM15 controls RNA 
splicing. Elife 4.

9. Raffel GD, Mercher T, Shigematsu H, Williams IR, Cullen DE, et al. (2007) 

Ott1(Rbm15) has pleiotropic roles in hematopoietic development. Proc Natl 
Acad Sci U S A 104: 6001-6006.

10.	Cen B, Selvaraj A, Burgess RC, Hitzler JK, Ma Z, et al. (2003) Megakaryoblastic 
leukemia 1, a potent transcriptional coactivator for serum response factor 
(SRF), is required for serum induction of SRF target genes. Mol Cell Biol 23: 
6597-6608.

11. Record J, Malinova D, Zenner HL, Plagnol V, Nowak K, et al. (2015) 
Immunodeficiency and severe susceptibility to bacterial infection associated 
with a loss-of-function homozygous mutation of MKL1. Blood 126: 1527-1535.

12.	Ma Z, Morris SW, Valentine V, Li M, Herbrick JA, et al. (2001) Fusion of two novel 
genes, RBM15 and MKL1, in the t(1;22)(p13;q13) of acute megakaryoblastic 
leukemia. Nat Genet 28: 220-221.

13.	Blanc RS, Richard S (2017) Arginine Methylation: The Coming of Age. Mol 
Cell 65: 8-24.

14.	Yang Y, Bedford MT (2013) Protein arginine methyltransferases and cancer. 
Nat Rev Cancer 13: 37-50.

15.	Yan L, Yan C, Qian K, Su H, Kofsky-Wofford SA, et al. (2014) Diamidine 
compounds for selective inhibition of protein arginine methyltransferase 1. J 
Med Chem 57: 2611-2622.

16.	Lanteri CA, Trumpower BL, Tidwell RR, Meshnick SR (2004) DB75, a novel 
trypanocidal agent, disrupts mitochondrial function in Saccharomyces 
cerevisiae. Antimicrob Agents Chemother 48: 3968-3974.

17.	Tran NT, Su H, Khodadadi-Jamayran A, Lin S, Zhang L, et al. (2016) The AS-
RBM15 lncRNA enhances RBM15 protein translation during megakaryocyte 
differentiation. EMBO Rep 17: 887-900.

18.	Bourquin JP, Subramanian A, Langebrake C, Reinhardt D, Bernard O, et al. 
(2006) Identification of distinct molecular phenotypes in acute megakaryoblastic 
leukemia by gene expression profiling. Proc Natl Acad Sci U S A 103: 3339-3344.

19.	Yang S, Wenzler T, Miller PN, Wu H, Boykin DW, et al. (2014) Pharmacokinetic 
comparison to determine the mechanisms underlying the differential efficacies 
of cationic diamidines against first- and second-stage human African 
trypanosomiasis. Antimicrob Agents Chemother 58: 4064-4074.

20.	de Rooij JD, Branstetter C, Ma J, Li Y, Walsh MP, et al. (2017) Pediatric non-
Down syndrome acute megakaryoblastic leukemia is characterized by distinct 
genomic subsets with varying outcomes. Nat Genet. 49: 451-456

21.	Cheung N, Fung TK, Zeisig BB, Holmes K, Rane JK, et al. (2016) Targeting 
Aberrant Epigenetic Networks Mediated by PRMT1 and KDM4C in Acute 
Myeloid Leukemia. Cancer Cell 29: 32-48.

22.	Shia WJ, Okumura AJ, Yan M, Sarkeshik A, Lo MC, et al. (2012) PRMT1 
interacts with AML1-ETO to promote its transcriptional activation and progenitor 
cell proliferative potential. Blood 119: 4953-4962.

23.	Zhao X, Jankovic V, Gural A, Huang G, Pardanani A, et al. (2008) Methylation of 
RUNX1 by PRMT1 abrogates SIN3A binding and potentiates its transcriptional 
activity. Genes Dev 22: 640-653.

24.	Eram MS, Shen Y, Szewczyk MM, Wu H, Senisterra G, et al. (2016) A 
Potent, Selective, and Cell-Active Inhibitor of Human Type I Protein Arginine 
Methyltransferases. ACS Chem Biol 11: 772-781.

25.	Cheung N, Chan LC, Thompson A, Cleary ML, So CW (2007) Protein arginine-
methyltransferase-dependent oncogenesis. Nat Cell Biol 9: 1208-1215.

26.	Athri P, Wenzler T, Ruiz P, Brun R, Boykin DW, et al. (2006) 3D QSAR on a 
library of heterocyclic diamidine derivatives with antiparasitic activity. Bioorg 
Med Chem 14: 3144-3152.

27.	Soeiro MN, De Souza EM, Stephens CE, Boykin DW (2005) Aromatic 
diamidines as antiparasitic agents. Expert Opin Investig Drugs 14: 957-972.

28.	Wenzler T, Boykin DW, Ismail MA, Hall JE, Tidwell RR, Brun R (2009) New 
treatment option for second-stage African sleeping sickness: in vitro and in vivo
efficacy of aza analogs of DB289. Antimicrob Agents Chemother 53: 4185-4192.

https://www.ncbi.nlm.nih.gov/pubmed/1945824
https://www.ncbi.nlm.nih.gov/pubmed/1945824
https://www.ncbi.nlm.nih.gov/pubmed/1945824
https://www.ncbi.nlm.nih.gov/pubmed/1945824
https://www.ncbi.nlm.nih.gov/pubmed/11389009
https://www.ncbi.nlm.nih.gov/pubmed/11389009
https://www.ncbi.nlm.nih.gov/pubmed/11389009
http://dx.doi/org/10.1111/j.1365-2141.2007.06971.x
http://dx.doi/org/10.1111/j.1365-2141.2007.06971.x
http://dx.doi/org/10.1111/j.1365-2141.2007.06971.x
http://dx.doi/org/10.1111/j.1365-2141.2009.07789.x
http://dx.doi/org/10.1111/j.1365-2141.2009.07789.x
http://dx.doi/org/10.1111/j.1365-2141.2009.07789.x
http://dx.doi/org/10.1172/JCI35901
http://dx.doi/org/10.1172/JCI35901
http://dx.doi/org/10.1172/JCI35901
http://dx.doi/org/10.1172/JCI35901
http://www.cancertm.com/article.asp?issn=2395-3977;year=2015;volume=1;issue=1;spage=21;epage=25;aulast=Su
http://www.cancertm.com/article.asp?issn=2395-3977;year=2015;volume=1;issue=1;spage=21;epage=25;aulast=Su
http://www.cancertm.com/article.asp?issn=2395-3977;year=2015;volume=1;issue=1;spage=21;epage=25;aulast=Su
http://dx.doi/org/10.1074/jbc.M608745200
http://dx.doi/org/10.1074/jbc.M608745200
http://dx.doi/org/10.1074/jbc.M608745200
http://dx.doi/org/10.7554/eLife.07938
http://dx.doi/org/10.7554/eLife.07938
http://dx.doi/org/10.7554/eLife.07938
http://www.pnas.org/content/104/14/6001.full
http://www.pnas.org/content/104/14/6001.full
http://www.pnas.org/content/104/14/6001.full
https://www.ncbi.nlm.nih.gov/pubmed/12944485
https://www.ncbi.nlm.nih.gov/pubmed/12944485
https://www.ncbi.nlm.nih.gov/pubmed/12944485
https://www.ncbi.nlm.nih.gov/pubmed/12944485
http://dx.doi/org/10.1182/blood-2014-12-611012
http://dx.doi/org/10.1182/blood-2014-12-611012
http://dx.doi/org/10.1182/blood-2014-12-611012
http://dx.doi/org/10.1038/90054
http://dx.doi/org/10.1038/90054
http://dx.doi/org/10.1038/90054
https://www.ncbi.nlm.nih.gov/labs/articles/28061334/
https://www.ncbi.nlm.nih.gov/labs/articles/28061334/
http://www.nature.com/nrc/journal/v13/n1/full/nrc3409.html
http://www.nature.com/nrc/journal/v13/n1/full/nrc3409.html
http://dx.doi/org/10.1021/jm401884z
http://dx.doi/org/10.1021/jm401884z
http://dx.doi/org/10.1021/jm401884z
https://pdfs.semanticscholar.org/a284/feb2f60b82c5d2531c840e394334c92be0b4.pdf
https://pdfs.semanticscholar.org/a284/feb2f60b82c5d2531c840e394334c92be0b4.pdf
https://pdfs.semanticscholar.org/a284/feb2f60b82c5d2531c840e394334c92be0b4.pdf
http://dx.doi/org/10.15252/embr.201541970
http://dx.doi/org/10.15252/embr.201541970
http://dx.doi/org/10.15252/embr.201541970
http://dx.doi/org/10.1073/pnas.0511150103
http://dx.doi/org/10.1073/pnas.0511150103
http://dx.doi/org/10.1073/pnas.0511150103
http://dx.doi/org/10.1128/AAC.02605-14
http://dx.doi/org/10.1128/AAC.02605-14
http://dx.doi/org/10.1128/AAC.02605-14
http://dx.doi/org/10.1128/AAC.02605-14
http://dx.doi/org/10.1038/ng.3772
http://dx.doi/org/10.1038/ng.3772
http://dx.doi/org/10.1038/ng.3772
http://dx.doi/org/10.1016/j.ccell.2015.12.007
http://dx.doi/org/10.1016/j.ccell.2015.12.007
http://dx.doi/org/10.1016/j.ccell.2015.12.007
http://dx.doi/org/10.1182/blood-2011-04-347476
http://dx.doi/org/10.1182/blood-2011-04-347476
http://dx.doi/org/10.1182/blood-2011-04-347476
http://dx.doi/org/10.1101/gad.1632608
http://dx.doi/org/10.1101/gad.1632608
http://dx.doi/org/10.1101/gad.1632608
http://dx.doi/org/10.1021/acschembio.5b00839
http://dx.doi/org/10.1021/acschembio.5b00839
http://dx.doi/org/10.1021/acschembio.5b00839
http://dx.doi/org/10.1038/ncb1642
http://dx.doi/org/10.1038/ncb1642
http://dx.doi/org/10.1016/j.bmc.2005.12.029
http://dx.doi/org/10.1016/j.bmc.2005.12.029
http://dx.doi/org/10.1016/j.bmc.2005.12.029
http://dx.doi/org/10.1517/13543784.14.8.957
http://dx.doi/org/10.1517/13543784.14.8.957
http://dx.doi/org/10.1128/AAC.00225-09
http://dx.doi/org/10.1128/AAC.00225-09
http://dx.doi/org/10.1128/AAC.00225-09

	Title
	Corresponding author
	Keywords
	Abbreviations
	Introduction 
	Materials and Methods 
	Purification and culture of human CD34+ cells 
	Viral production and transduction 
	Cells serial replating assays 
	Flow cytometry analysis  
	Real-time Polymerase Chain Reaction (RT-PCR) 

	Results
	The RBM15-MKL1 fusion protein supports long-term proliferation in cooperation with the MPLW515L ac
	The PRMT1 inhibitor furamidine promotes the differentiation of transformed CD34+cells 

	Discussion
	Contributors 
	Acknowledgements 
	Competing Interest
	Figure 1
	Figure 2
	Figure 3
	References 

