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Principles of haematopoietic transplantation

The terms ‘haematopoietic stem cell’ and ‘stem cell
transplantation’ have been defined by Little and Storb
(2002): “A primitive and immature cell of the haemato-
poietic system that has the capacity to give rise to all the
cells of the blood system, as well as the ability to self-
renew. Allogeneic haematopoietic stem cell transplantation
involves the transfer of both immature and mature blood
cells from the bone marrow, peripheral blood or cord
blood from one individual to another.” The first experi-
ences in haematopoietic transplantation have been made
in mice in the late 1940s and the early 1950s by Jacobson
et al. (1949) and Lorenz et al. (1951) in the wake of
the first atomic bomb explosions in Japan and its life-
threatening effects due to bone marrow failure. Since then,
every decade is featured by revolutionary developments.
Epigenetic approaches might be the discovery of the
2010s.

Indications for allogeneic haematopoietic transplantation
are both malignant and nonmalignant diseases; most of all
transplantations are administered for haematological malig-
nancies, e.g. acute and chronic leukaemias, myelodysplasia
and myeloproliferative disorders.

The procedure of allogeneic stem cell transplantation can
be divided into four main phases as summarized in Table 1.
In addition to irradiation and high-dose chemotherapy,
residual malignant cells are eliminated by the graft-versus-
leukaemia reaction (GvL). The beneficial effect of this

immunological mechanism is limited by the most frequent
complication of stem cell transplantation: graft-versus-host
disease (GvHD).

Pathogenesis of acute GvHD is explained by the three-
phase model proposed by Ferrara et al. (2009). At first,
tissue damage caused by high-dose chemotherapy and
irradiation (conditioning regimen) induces translocation of
bacterial products (lipopolysaccharides) through gut
mucosa or skin leakage and stimulates proinflammatory
cytokine release: interleukin (IL)-1, IL-6 and tumour
necrosis factor alpha (TNF-α). Thus, host antigen-
presenting cells (APCs) are activated and migrate into
secondary lymphoid organs. In the second phase, activated
host APCs induce proliferation and cytokine production
(IL-2 and interferon gamma, INF-γ) of donor T lympho-
cytes by presenting alloantigens. Furthermore, donor Tcells
differentiate into alloreactive effector T cells against
different alloantigens (minor histocompatibility antigens).
In the last step, two important components mediate
inflammation: cellular effectors like activated alloreactive
effector Tcells and natural killer (NK) cells on the one hand
and soluble inflammatory cytokines as TNF-α, IFN-γ and
IL-1 on the other hand. This in turn causes target cell
apoptosis and thereby enhances alloantigen presentation as
well as cytokine release, thus amplifying and sustaining the
inflammatory reaction.

Acute GvHD occurring within the first months after
transplantation must be differentiated from chronic GvHD,
whose pathophysiology still remains unclear. Depending on
organ involvement, patients with acute GvHD suffer from skin
rash up to blisters and ulcers, severe diarrhoea and wasting
syndrome or elevated liver enzymes up to liver failure.

However, alloreactive T cells do not only recognize solid
organ tissue like skin, gut and liver, but also residual malignant
cells. This favourable effect named graft-versus-leukaemia
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reaction has been observed especially in myeloid leukaemias
(Kolb 2008) and is the great benefit of allogeneic transplan-
tation. Therefore, the intention is prevention and treatment of
GvHD while preserving GvL.

GvHD prevention and treatment—preservation of GvL

With regard to epigenetic targets, there are two important
cellular mechanisms: regulatory T cells suppress GvHD
without altering GvL, and NK cells and killer cell
immunoglobulin-like receptors enhance GvL without
inducing GvHD.

Regulatory T cells—maintenance of (self-) tolerance

Regulatory T cells (Tregs) are known to regulate inflam-
matory response and suppress alloreactive T cells; the exact
mechanism is unknown so far. They suppress autoimmunity
and GvHD without decreasing GvL (Edinger et al. 2003).
Mice deficient for Tregs usually suffer from autoimmune
diseases, and even in humans, autoimmune disorders are
often accompanied with Tregs dysfunction, e.g. Forkhead
transcription factor Foxp3 gene mutation (Fontenot et al.
2003; Bennett et al. 2001). Recent data suggest that FOXP3
is necessary and essential for sufficient and functional Tregs
that are defined as CD4+CD25+FOXP3+ T cells. The
Foxp3 locus is regulated by epigenetic modifications like
acetylation and methylation (Floess et al. 2007; Tao et al.
2007) and is unmethylated in active Tregs. Regulatory T
cells CD4+CD25+FOXP3+ are mainly generated in the
thymus, but may also arise from naïve CD4+CD25− Tcells
in the periphery by T cell-receptor stimulation. The number
of circulating Tregs in vivo is low, and purification methods
in vitro still remain inefficient. The ambitious attempt of in
vitro expansion of Tregs also failed so far because of loss of
suppressor function of expanded Tregs possibly due to

inactive Foxp3 (Oliveira et al. 2008). As reported by Floess
et al. (2007) and Tao et al. (2007), FOXP3 expression must
be stabilized by epigenetic modifications such as complete
demethylation of a highly conserved region within the
noncoding region of FOX3 and acetylation of lysine
residues in the forkhead domain by inhibition of HDACs.

Natural killer cells: KIR expression and alloreactivity

NK cells have been shown to have alloreactive potential in the
donor–recipient direction and induce tumour cell lysis without
immune sensitization of the recipient before (Colonna et al.
1993; Ciccone et al. 1992; Kiessling et al. 1975). As recently
reviewed by Pegram et al. (2011), NK cell activity is regulated
by inhibitory and activating killer cell immunoglobulin-like
receptors (KIR) whose ligands are major histocompatibility
complex (MHC) class I molecules. If MHC class I ligands for
inhibitory KIR are missing on target cells, NK cells are
activated and mediate cell lysis with preference against
tumour cells. That implies reaction against leukaemia (GvL)
without GvHD. There is evidence that enhanced KIR
mismatch in haploidentical transplantation setting is followed
by an intensified immunological reaction and boosts graft
versus leukaemia effect (Apperley et al. 2008; Ruggeri et al.
2002; Pende et al. 2005).

Epigenetic targets in HSCT

Epigenetic active agents can be divided into two main
groups: histone deacetylase (HDAC) inhibitors like vorino-
stat and panobinostat and DNA methyltransferase
(DNMT) inhibitors like 5-azacytidine and decitabine.
With respect to promising preclinical data, a lot of
translational research still has to be performed to further
establish these drugs in clinical routine. When used in
the transplantation setting, the potential benefit of HDAC

Table 1 Procedure of allogeneic stem cell transplantation: main phases and principles

Procedure/phase Principle

1 Conditioning regimen

a) Cytoreductive chemotherapy Disease control

Reduction of tumour burden

Induction of remission

b) Myeloablation/immunoablation Elimination of the immune system of the recipient by (high-dose) chemotherapy
or irradiation

2 Stem cell transfusion Donation of “the new” immunosystem

3 Immunosuppression Prevention and treatment of graft rejection and graft-versus-host disease

4 Alloreactivity as further medicinal intervention:
maintenance and relapse therapy

Elimination of residual malignant cells by the graft-versus-leukaemia reaction,
enhancement of the immunotherapeutic effect by donor lymphocyte infusions
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and DNMT inhibitors has to be specified corresponding
to the main phases of transplantation.

1. Epigenetic agents prior to HSCT
Low disease burden prior to haematopoietic

transplantation is known to come along with
favourable outcome and reduced relapse incidence,
although treatment-related mortality is increased by
pretransplant induction chemotherapy. The benefi-
cial antileukaemic effect of epigenetic active drugs
by activation of silenced genes, derepression of
tumour suppressor genes and induction of differen-
tiation can be used by adding DNMT and HDAC
inhibitors to the conditioning regimen or cytoreductive
chemotherapy.

DNMT inhibitors: decitabine and 5-azacytidine

Treatment with decitabine or 5-azacytidine before or in
combination with common myeloablative or non-
myeloablative conditioning regimen seems to be a
promising approach with respectable results as shown
in several phase I/II studies in mainly pretreated and
refractory AML and MDS patients (De Padua Silva et al.
2007; Lubbert et al. 2006; McCarty et al. 2008; de Lima et
al. 2003; Giralt et al. 1997; Table 2). Rates of complete
remission prior to transplantation vary from 30% up to
90%, and no unexpected side effects have been reported
(De Padua Silva et al. 2007; de Lima et al. 2003; Fontenot
et al. 2005). Most patients suffer from gastrointestinal
toxicity and neutropenic infection (De Padua Silva et al.
2007). Against previous reports about delayed engraft-
ment after application of hypomethylating agents prior to
transplantation (Giralt et al. 1997), this observation could
not be confirmed in recent studies (De Padua Silva et al.
2007; Lubbert et al. 2006; McCarty et al. 2008; de Lima
et al. 2003). In conclusion, additional application of

hypomethylating agents prior to transplantation is safe
and might be a favourable option for disease control to
bridge time period to transplant.

HDAC inhibitors

There are no clinical data available for the use of HDAC
inhibitors prior to haematopoietic transplantation so far.
Wang et al. report reduction of myelofibrosis in mice with
JAK2+ primary myelofibrosis (PMF) when PMF cells are
treated sequentially with decitabine and SAHA (vorinostat)
or trichostatin A in vitro prior to transplantation (Wang
et al. 2010). Further investigations are necessary to estimate
a potential benefit of HDAC inhibitors prior to stem cell
transplantation.

2. Epigenetic agents as immunomodulatory therapy
As mentioned above, the clinical goal of stem cell

transplantation is reduction of GvHD while preserving
GvL. Key mechanisms in the treatment of GvHD without
altering GvL effect are regulation of cytokine levels, the
interfering function of regulatory T cells (Tregs) and the
important role of natural killer (NK) cells.

Promising preclinical data demonstrate the potent
immunomodulatory effect of both HDAC and DNMT
inhibitors in the treatment of GvHD without reducing the
beneficial effect of GvL.

Regulation of cytokine level

Proinflammatory cytokines like TNF-α, IFN-γ, IL-1, IL-6
and IL-12 are essential mediators of GvHD sustaining the
vicious circle of inflammation. HDAC inhibitor vorinostat
(SAHA) has been shown to inhibit the production of
proinflammatory cytokines TNF-α, IFN-γ, IL-1β and
IL-12 in lipopolysaccharide-stimulated human peripheral

Table 2 Epigenetic agents prior to HSCT (allogeneic haematopoietic transplantation)

Author n Agent Disease Remission Outcome after
HSCT

[median]
Follow-up
(months)

Reference

Lübbert 2006 10 Dec AML/MDS 40% CR, 10% PR 33% relapse, 33% alive 26/10/1 (Lubbert et al. 2006)

De Padua 2007 12 Dec MDS 33% CR, 50% PR 17% relapse, 75% alive 11.5 (De Padua Silva et al. 2007)

McCarty 2008 25 5-Aza AML/MDS 52% ORR 12 (McCarty et al. 2008)

de Lima 2003 23 Dec 12× AML, 1xCMML,
1× ALL, 9× CML

91% CR 39% relapse, 26% alive 39 (de Lima et al. 2003)

Giralt 1997 4 Dec 3× CML, 1× AMML 2× CR 3× alive 6 (Giralt et al. 1997)

Dec decitabine, 5-Aza 5-azacytidine, AML acute myeloid leukaemia, MDS myelodysplasia, CMML chronic myelomonocytic leukaemia, CML
chronic myeloid leukaemia, ALL acute lymphoblastic leukaemia, AMML acute myelomonocytic leukaemia, CR complete remission, PR partial
remission, ORR overall response rate
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blood mononuclear cells in vitro (Leoni et al. 2002). In bone
marrow transplantation mouse model, addition of SAHA
day +3 to +7 after transplantation prevents gastrointestinal
tract damage by reducing cytokine release of TNF-α, IFN-γ
and IL-1 in a dose-dependent manner. When compared with
allogeneic controls, mortality and grade of acute GvHD were
reduced corresponding to significantly improved survival
(Reddy et al. 2004). Surprisingly, prophylactic treatment with
SAHA did not alter cytotoxic T cell reaction against host
antigens and thereby preserved GvL effect.

Epigenetic agents boost regulatory T cells (Tregs)

CD4+CD25+FOXP3+ Tregs are suppressors of autoimmu-
nity and GvHD but do not reduce GvL effect; the exact
mechanism is still not known. The circulating number of
functional Tregs in vivo is limited and effective in vitro
expansion, and purification methods are not available so far.
DNMT inhibitors decitabine and 5-azacytidine as well as
HDAC inhibitors have been reported to be potential
stimulators of Tregs by inducing Foxp3 expression in
CD4+CD25+FOXP3− T cells. Foxp3 is regulated by
methylation and acetylation and is highly hypermethylated
in nonfunctional Tregs. Treatment of mice with decitabine
and 5-azacytidine after bone marrow transplantation
expands Tregs, enhances the circulating number of func-
tional Tregs by expression of Foxp3 and thereby limits
GvHD without sacrificing GvL (Sanchez-Abarca et al.
2010; Choi et al. 2010). Application of HDAC inhibitors
(trichostatin A, valproic acid and butyrate) in mice provides
similar results (Tao et al. 2007).

DNMT inhibitors and natural killer cells

In clinical trials, treatment with DNMT inhibitors after
haematopoietic stem cell transplantation (HSCT) prevents
relapse and even induces durable remission in relapsed
situation probably by enhancing GvL effect (Giralt et al.
1997; Czibere et al. 2006; Ravandi et al. 2001; Jabbour
et al. 2009; de Lima et al. 2007). NK cells play a key role in
the pathophysiology of graft-versus-leukaemia reaction by
inducing cell lysis with priority against tumour cells. In the
haploidentical transplantation setting, GvL effect is
enhanced by KIR mismatch as mentioned above. Chan et
al. (2003) demonstrated that KIR expression in NK cells is
regulated by methylation: KIR hypomethylation correlates
with KIR expression. Moreover, treatment of NK cells with
decitabine as methyltransferase (DNMT) inhibitor induces
KIR expression and thereby enhances KIR variability. These
facts suggest that treatment with DNMT inhibitors like
decitabine might induce GvL effect due to tumour cell lysis
by NK cells by enhanced KIR expression and variability.

3. DNMT inhibitors as relapse therapy and maintenance
after HSCT

Patients with leukaemic relapse after stem cell trans-
plantation have a very poor prognosis, and treatment
options are limited because of accumulated toxicity and
impaired organ function. DNMTinhibitors decitabine and
5-azacytidine have been shown to be effective antileu-
kaemic agents with acceptable toxicity profile that can be
used safely in relapsed situation after HSCT (Giralt et al.
1997; Ravandi et al. 2001; Jabbour et al. 2009) (Table 3).

Table 3 Epigenetic agents as relapse therapy after haematopoietic transplantation (HSCT)

Author n Agent Disease Remission Outcome Ref.

Giralt 1997 3 Dec 2× AML, 1× ALL 3× CR 1× relapse, 1× alive (Giralt et al. 1997)

Ravandi 2001 14 Dec+HSCT 9× AML, 2× ALL, 3× CML 8× CR/PR 5× relapse, 5x alive (Ravandi et al. 2001)

Jabbour 2009 9 5-Aza AML 5× CR/PR 1× relapse, 7× alive (Jabbour et al. 2009)

Czibere 2006 6 5-Aza+DLI AML/MDS 3× CR, 2× PR 2× relapse, 2× alive (Czibere et al. 2006)

Decitabine (Dec) and 5-azacytidine (5-Aza) in combination with HSCT or donor lymphocyte infusion (DLI)

AML acute myeloid leukaemia, MDS myelodysplasia, CML chronic myeloid leukaemia, ALL acute lymphoblastic leukaemia, CR complete
remission, PR partial remission

Table 4 5-Azacytidine (5-Aza) as maintenance therapy after haematopoietic transplantation (HSCT)

Author n Agent Disease Duration Outcome Ref.

de Lima 2007 40 5-Aza AML/MDS up to 4 cycles at 28 days 11× relapse (de Lima et al. 2007)

Jabbour 2009 8 5-Aza (+3× HSCT) 7× AML, 1× ALL median 8 cycles á 28 days
(up to 22 cycles)

3 x relapse, 7× alive (Jabbour et al. 2009)

AML acute myeloid leukaemia, MDS myelodysplasia, ALL acute lymphoblastic leukaemia
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Treatment with 5-azacytidine might even enhance GvL
effect especially in combination with donor lymphocyte
infusions as reported by Czibere et al. (2006). Further-
more, maintenance therapy with 5-azacytidine after stem
cell transplantation might induce durable remission
without increasing acute GvHD (Jabbour et al. 2009;
de Lima et al. 2007; Table 4).

Conclusion

Recent clinical and preclinical data suggest the use of
epigenetic active drugs as a promising new approach in
stem cell transplantation in the 2010s. DNMT and HDAC
inhibitors show high antitumour activity when both used as
additional agents in conditioning regimen and as mainte-
nance therapy or even for remission induction in relapsed
situation after transplantation. When used in heavily pre-
treated patients, the favourable toxicity profile indicates
safety and limited short-term side effects. Long-term side
effects are not known so far. With respect to their impact on
expression pattern of a wide range of genes and function-
ality of proteins, DNMT and HDAC inhibitors might
interfere with different biological mechanisms. Induction
of immunotolerance and anti-inflammation might even
cause higher incidence of malignancies after long-term
treatment. Furthermore, reduction of immune response
might be supposed to result in an increased risk for
opportunistic and other infections. Further studies are
mandatory to evaluate the potential and safety of epigenetic
agents in a higher number of cases.

Preclinical data indicate a beneficial immunomodulatory
effect of DNMT and HDAC inhibitors by enhancing
functional Tregs, regulating inflammatory cytokines and
inducing GvL effect by enhancing KIR expression and
variability of NK cells. Clinical data are still missing so far,
and clinical studies should be investigated to verify the use
of HDAC and DNMT inhibitors for GvHD prophylaxis and
therapy.

Conflict of interest The authors declare that they have no conflict of
interest.

References

Apperley J et al (2008) The EBMT handbook: haematopoietic stem
cell transplantation. European Sch of Haematology 5:66–75

Bennett CL et al (2001) The immune dysregulation, polyendocrinopathy,
enteropathy, X-linked syndrome (IPEX) is caused by mutations of
FOXP3. Nat Genet 27(1):20–21

Chan HWet al (2003) DNA methylation maintains allele-specific KIR
gene expression in human natural killer cells. J Exp Med 197
(2):245–255

Choi J et al (2010) In vivo administration of hypomethylating agents
mitigate graft-versus-host disease without sacrificing graft-
versus-leukemia. Blood 116(1):129–139

Ciccone E et al (1992) Evidence of a natural killer (NK) cell repertoire
for (allo) antigen recognition: definition of five distinct NK-
determined allospecificities in humans. J Exp Med 175(3):
709–718

Colonna M et al (1993) Generation of allospecific natural killer cells
by stimulation across a polymorphism of HLA-C. Science 260
(5111):1121–1124

Czibere A et al (2006) 5-Azacitidine in combination with donor
lymphocyte infusions for the treatment of patients with MDS or
AML relapsing after allogeneic stem cell transplantation. ASH
Annual Meeting Abstracts108(11): 5341

de Lima M et al (2003) Long-term follow-up of a phase I study of
high-dose decitabine, busulfan, and cyclophosphamide plus
allogeneic transplantation for the treatment of patients with
leukemias. Cancer 97(5):1242–1247

de Lima M et al (2007) A dose and schedule finding study of
maintenance therapy with low-dose 5-azacitidine (AZA) after
allogeneic hematopoietic stem cell transplantation (HSCT) for
high-risk AML or MDS. ASH Annual Meeting Abstracts 110
(11): 3012

De Padua Silva L et al (2007) Outcome of allogeneic stem cell
transplantation after hypomethylating therapy with 2'-deoxy-5
azacytidine for patients with myelodysplastic syndrome. ASH
Annual Meeting Abstracts 110(11): 1468

Edinger M et al (2003) CD4+CD25+ regulatory T cells preserve graft-
versus-tumor activity while inhibiting graft-versus-host disease
after bone marrow transplantation. Nat Med 9(9):1144–1150

Ferrara JL et al (2009) Graft-versus-host disease. Lancet 373
(9674):1550–1561

Floess S et al (2007) Epigenetic control of the foxp3 locus in
regulatory T cells. PLoS Biol 5(2):e38

Fontenot JD, Gavin MA, Rudensky AY (2003) Foxp3 programs the
development and function of CD4+CD25+ regulatory Tcells. Nat
Immunol 4(4):330–336

Fontenot JD et al (2005) Regulatory Tcell lineage specification by the
forkhead transcription factor foxp3. Immunity 22(3):329–341

Giralt S et al (1997) Studies of decitabine with allogeneic progenitor
cell transplantation. Leukemia 11(Suppl 1):S32–S34

Jabbour E et al (2009) Low-dose azacitidine after allogeneic stem cell
transplantation for acute leukemia. Cancer 115(9):1899–1905

Jacobson LO, Marks EK, Robson MJ, Gaston EO, Zirkle RE (1949)
Effect of spleen protection on mortality following x-irradiation. J
Lab Clin Med 34:1538–1543

Kiessling R, Klein E, Wigzell H (1975) “Natural” killer cells in the
mouse. I. Cytotoxic cells with specificity for mouse Moloney
leukemia cells. Specificity and distribution according to geno-
type. Eur J Immunol 5(2):112–117

Kolb HJ (2008) Graft-versus-leukemia effects of transplantation and
donor lymphocytes. Blood 112(12):4371–4383

Leoni F et al (2002) The antitumor histone deacetylase inhibitor
suberoylanilide hydroxamic acid exhibits antiinflammatory prop-
erties via suppression of cytokines. Proc Natl Acad Sci USA 99
(5):2995–3000

Little MT, Storb R (2002) History of haematopoietic stem-cell
transplantation. Nat Rev Cancer 2(3):231–238

Lorenz E et al (1951) Modification of irradiation injury in mice and
guinea pigs by bone marrow injections. J Natl Cancer Inst 12
(1):197–201

Lubbert M et al (2006) Non-intensive AML/MDS treatment with low-
dose decitabine prior to reduced-intensity conditioning (RIC) and

Clin Epigenet (2011) 2:411–416 415



allogeneic blood stem cell transplantation of older patients. ASH
Annual Meeting Abstracts 108(11)):5257

McCarty J et al (2008) 5-Azacytidine prior to allogeneic transplanta-
tion effectively reduces relapse, TRM and overall mortality in
high risk myelodysplasia and secondary AML [Abstract]. Bone
Marrow Transplant 41(S1):S212–S213

Oliveira Vet al (2008) Anti-CD4-mediated selection of Treg in vitro—
in vitro suppression does not predict in vivo capacity to prevent
graft rejection. Eur J Immunol 38(6):1677–1688

Pegram HJ et al (2011) Alloreactive natural killer cells in hematopoi-
etic stem cell transplantation. Leuk Res 35(1):14–21

Pende D et al (2005) Analysis of the receptor-ligand interactions in the
natural killer-mediated lysis of freshly isolated myeloid or
lymphoblastic leukemias: evidence for the involvement of the
Poliovirus receptor (CD155) and Nectin-2 (CD112). Blood 105
(5):2066–2073

Ravandi F et al (2001) Decitabine with allogeneic peripheral blood
stem cell transplantation in the therapy of leukemia relapse

following a prior transplant: results of a phase I study. Bone
Marrow Transplant 27(12):1221–1225

Reddy P et al (2004) Histone deacetylase inhibitor suberoylanilide
hydroxamic acid reduces acute graft-versus-host disease and
preserves graft-versus-leukemia effect. Proc Natl Acad Sci USA
101(11):3921–3926

Ruggeri L et al (2002) Effectiveness of donor natural killer cell
alloreactivity in mismatched hematopoietic transplants. Science
295(5562):2097–2100

Sanchez-Abarca LI et al (2010) Immunomodulatory effect of
5-azacytidine (5-azaC): potential role in the transplantation
setting. Blood 115(1):107–121

Tao R et al (2007) Deacetylase inhibition promotes the generation and
function of regulatory T cells. Nat Med 13(11):1299–1307

Wang X et al (2010) Sequential treatment of CD34+ cells from
patients with primary myelofibrosis with chromatin-modifying
agents eliminate JAK2V617F-positive NOD/SCID marrow repo-
pulating cells. Blood 116(26):5972–5982

416 Clin Epigenet (2011) 2:411–416


	Epigenetic approaches in stem cell transplantation
	Principles of haematopoietic transplantation
	GvHD prevention and treatment—preservation of GvL
	Regulatory T cells—maintenance of (self-) tolerance
	Natural killer cells: KIR expression and alloreactivity

	Epigenetic targets in HSCT
	DNMT inhibitors: decitabine and 5-azacytidine
	HDAC inhibitors
	Regulation of cytokine level
	Epigenetic agents boost regulatory T cells (Tregs)
	DNMT inhibitors and natural killer cells

	Conclusion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


