
Space-time considerations for hematopoietic stem cell
transplantation

Deepta Bhattacharya, Lauren I. Richie Ehrlich and Irving L. Weissman

Institute of StemCell Biology and RegenerativeMedicine, Stanford University School of Medicine,
Stanford, CA, USA

Themammalian blood system contains amultitude of distinctmature cell lineages adapted
to serving diverse functional roles. Mutations that abrogate the development or function of
one or more of these lineages can lead to profound adverse consequences, such as
immunodeficiency, autoimmunity, or anemia. Replacement of hematopoietic stem cells
(HSC) that carry suchmutationswith HSC from a healthy donor can reverse such disorders,
but because the risks associated with the procedure are often more serious than the blood
disorders themselves, bonemarrow transplantation is generally not used to treat a number
of relatively common inherited blood diseases. Aside from a number of other problems,
risks associated with cytoreductive treatments that create “space” for donor HSC, and the
slow kinetics with which immune competence is restored following transplantation
hamper progress. This review will focus on how recent studies using experimental model
systems may direct future efforts to implement routine use of HSC transplantation to cure
inherited blood disorders.
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Introduction

Lifelong blood homeostasis is primarily the responsibility of
hematopoietic stem cells (HSC), which can self-renew for life
while retaining the capacity to differentiate into distinct mature
lineages. The numbers of HSC and the decisions to undergo self
renewal or differentiation are generally thought to be regulated by
specific HSC-supportive niches [1], which may be agents of clonal
selection and/or direct regulators of cell fate through their actions;
yet deleterious cell-intrinsic mutations in HSC, as they are passed
along to downstream progenitors and mature cells, can cause
immunodeficiency, anemia, various types of autoimmunity, and
increase the chance of leukemia and lymphoma. In these settings,
the replacement of themutant HSCwith genetically normal HSC is
an important clinical goal.

Fortunately, HSC possess several unique properties that have
allowed them, in the context of bone marrow transplantation,

to become the only type of stem cell in routine clinical use. First,
although most HSC normally reside in the extravascular space in
the bonemarrow, they have the remarkable ability to home back to
their specialized niches in the bone marrow after injection into
venous circulation. This ability to re-circulate appears to be linked
to the normal properties of HSC, since they constitutively migrate
between the bone marrow, blood, lymph, and extramedullary
organs under physiological conditions [2, 3]. Thus, HSC can be
injected intravenously rather than orthotopically into the bone
marrow of recipients, making their clinical use relatively
straightforward. Second, by enhancing the circulatory properties
of HSC using pharmacological agents such as granulocyte colony
stimulating factor or AMD3100 [4, 5], physicians now routinely
obtain HSC from peripheral blood of healthy donors rather than
from bone marrow, a more invasive procedure. Finally, HSC
express a unique combination of cell surface markers that enable
their purification. Although rigorous purification of HSC prior to
clinical transplantation is only rarely performed [6], HSC can be
isolated to near homogeneity as evidenced by single-cell
transplants with murine HSC and ten-cell xenotransplants using
human HSC [7, 8].
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Nevertheless, a number of clinical barriers remain which
prevent the routine use of bone marrow transplantation for the
treatment of blood diseases, particularly inherited disorders. Some
of the most serious issues are graft-versus-host disease (GVHD),
balancing the side effects of cytotoxic pre-conditioning regimens
against the chance of graft failure, and delayed immune
reconstitution following transplantation. Because several excellent
recent reviews exist on GVHD [9, 10], this review will focus on the
latter two issues and on potential solutions offered by recent
experimental studies, particularly as they relate to non-malignant
disorders.

Niche space: A limitation to HSC
engraftment?

The concept of the need for “space” for transplanted hematopoietic
cells has been controversial. Early experiments by Micklem and
colleagues [11] suggested that free space or empty niches were a
limiting factor to the productive engraftment of bone marrow cells
into unconditioned recipients. Later studies by Brecher, Micklem
and colleagues [12], however, concluded that space was not an
important factor to donor bone marrow engraftment and that
specialized sites to allow for the proliferation of donor cells likely
did not exist. Similar subsequent studies by several other groups
concluded that transplanted bonemarrow (containing HSC) could
readily displace endogenous HSC in unirradiated recipients
[13–15]. These studies were particularly important because
HSC are the only cells capable of populating the entire blood
system for life, and the replacement of genetically defective HSC
with normal HSC in the absence of conditioning would represent a
significant clinical advance.

Other studies, however, came to very different conclusions.
Gambel and colleagues [16] found that donor marrow cells failed
to engraft in unconditioned recipients, but could be stably
transplanted into mice that had been pretreated with a depleting
antibody against the major histocompatibility complex class I
(MHC class I), a molecule that is highly expressed on enriched
hematopoietic progenitors [17]. While the anti-MHC class I
antibody could have facilitated engraftment at least in part
through the ablation of the host immune response, studies by our
group have found only very low levels of engraftment of purified
donor HSC in unconditioned mice even when the hosts are
genetically incapable of rejecting the graft [18, 19]. Severe
combined immunodeficiency (SCID) patients represent unique
clinical cases in which marrow transplants are often performed
without pre-conditioning of the host, since they are incapable of
rejecting the donor cells [20]. When these patients are not
conditioned prior to receiving the transplant, donor HSC
chimerism is less than 1% [21].

The studies that concluded that empty HSC niche space is not a
limitation to transplantation all used unfractionated bone marrow
transplants to reach their conclusions. At late time points following
transplantation, total donor chimerism was measured in various
tissues to estimate HSC chimerism in these studies. However, we

have found that total hematopoietic chimerism, and in certain
cases even progenitor cell chimerism, correlates poorly with and
overestimates bone marrow HSC chimerism [19, 22]. Peripheral
blood neutrophil chimerism appears to correlate well with HSC
chimerism following transplantation of purified HSC into
unconditioned immunodeficient hosts [18, 19], but not after
unfractionated marrow transplantation into wild-type mice (D.B.,
unpublished observations). The experimental and clinical studies
that transplanted highly or partially purified HSC into uncondi-
tioned immunodeficient recipients found little evidence for high
levels of sustained neutrophil chimerism or endogenous bone
marrow HSC displacement [18, 19, 21, 23]. Taken together, these
studies suggest that in the absence of conditioning, donor HSC
engraftment is limited by the occupancy of appropriate niches in
both humans and mice.

Conditioning regimens: How little is too
little – how much is too much?

For patients suffering from inherited blood disorders, cytoreduc-
tive pre-conditioning regimens are applied for twomain purposes:
to create space for the transplanted donor cells as described above,
and to ablate the immune response of the host to prevent rejection
of the graft. The determination of the appropriate types of drugs
and doses to accomplish these goals is not at all trivial. A unique
clinical setting that has shed some light on this issue is the
treatment of SCID, in which, as mentioned above, patients are
incapable of rejecting the graft [20]. Thus, the analysis of these
patients allows for separation of the immunosuppressive effects of
conditioning regimens from the myeloablative effects.

Prior to marrow transplantation, SCID patients are either left
unconditioned or are treated with reduced-intensity or fully
myeloablative conditioning regimens, depending on the specific
clinical parameters and the institution performing the transplant
[24]. A recent study by Cavazzana-Calvo and colleagues [23]
demonstrated that both unconditioned and reduced-intensity-
conditioned patients generally failed to show sustained donor
neutrophil chimerism when analyzed at least 10 years after
transplantation, implying that few donor HSC had engrafted at the
time of transplantation [25]. Consistent with this, patients showed
very low levels of new T cell production by 10 years after
transplantation [23, 26]. In contrast, the neutrophils of patients
that received full myeloablative conditioning regimens were
exclusively of donor origin and new T cell production was
sustained. These data imply that reduced-intensity conditioning
regimens may be insufficient to create space for transplanted HSC
and that fully myeloablative regimens must be employed. Fully
myeloablative approaches using irradiation or DNA-alkylating
agents, however, are associated with serious side effects due to
their lack of cellular target specificity and the risk of oncogenic
DNA damage [27]. Thus, the risks associated with these regimens
discourage the use of HSC transplantation for the treatment of
disorders that are not immediately fatal.
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Some exciting recent clinical advances have come through
depleting or inhibitory monoclonal antibodies due to the
specificity and the lack of DNA damage that accompanies their
use. Thus, antibody-based approaches for host HSC removal prior
to transplantation could be attractive alternatives to the regimens
currently in use. Yoshihara and colleagues [28] recently demon-
strated that when coupled with 5-fluoruracil, in vivo administra-
tion of a specific antibody against c-mpl prior to donor HSC
transplantation resulted in increased chimerism over recipients
conditioned with 5-fluorouracil alone. Our group [19] recently
demonstrated that administration of an anti-c-kit antibody to
immunodeficient mice prior to transplantation was sufficient to
remove host HSC and allow extremely high levels of donor HSC
engraftment in the absence of any additional conditioning,
although future studies will be required to translate these findings
into immunocompetent animals. These types of more specific
approaches may facilitate the creation of HSC niche space while
avoiding the DNA damage and other lasting side effects associated
with the current fully myeloablative approaches. Thus, coupling
highly specific reagents that create HSC niche space with highly
specific immunodepleting antibodies and/or immunosuppressive
agents that prevent rejection might increase the safety of
conditioning regimens without reducing efficacy.

Delayed immune reconstitution:
Causes and solutions

Following allogeneic marrow transplantation, patients are highly
susceptible to opportunistic infections due to the immunosup-
pressive effects of GVHD and the conditioning regimen [29].
GVHD can be prevented by the exclusion of donor T cells from the
graft [30], but the conditioning regimens will invariably lead to at
least transient immunosuppression due to the elimination of
mature lymphocytes and, in some treatments, HSC and progeni-
tors. Although donor HSC can eventually repopulate all mature
blood lineages for life, the kinetics with which they do so after
transplantation leaves an early period of immunological defi-
ciency.

One strategy to enhance the kinetics with which mature blood
cells are regenerated is through the co-transplantation of
progenitor cells (alongside HSC) that have fewer developmental
steps to take than do HSC before reaching maturity. Moreover,
unlike transplanted allogeneic mature T cells, lymphoid progeni-
tors transferred at developmental stages prior to antigen receptor
rearrangement and negative selection cannot cause GVHD
[31–34]. Below we summarize the markers and functional
properties of myeloid and lymphoid progenitors that have shown
promise when used in conjunction with HSC for rapid immune
reconstitution following cytotoxic conditioning. Although many
other downstream progenitors and differentiation pathways have
also been extensively characterized, in this review we will focus on
the progenitors and lineages that have specifically been implicated
in mediating protection against pathogens following cytoreductive
treatments.

Purification and use of myeloid progenitors

Common myeloid progenitors (CMP) were originally identified as
cells in the mouse bone marrow that express c-kit and CD34 and
low levels of FccRII/III, but lack expression of Sca-1 and a panel of
markers associated with lineage commitment [35]. This
c-kit+IL-7Ra– population was found to generate mature cells of
the myeloid, but not the lymphoid lineage [35]. Recent studies
found that the Sca-1– mouse CMP population was fairly
heterogeneous, containing multiple progenitors restricted to
either the megakaryocyte/erythroid or granulocyte/monocyte
fates [36–39], and that the true CMP express high levels of the
transcription factor GATA-1, and low but positive levels of Sca-1
[40]. In humans, CMP can be isolated as cells that lack expression
of lineage commitment markers and CD45RA, but do express
CD34, CD38, and low levels of IL-3Ra [41]. At least 15% of these
cells have the clonal ability to generate both granulocyte/
macrophage colonies and megakaryocyte/erythroid colonies.
Moreover, these cells can rapidly differentiate into IL-3Ra-lacking
megakaryocyte/erythroid-restricted or CD45RA+ granulocyte/
macrophage-restricted progenitors.

In a mouse model of allogeneic bone marrow transplantation,
BitMansour and colleagues [42, 43] found that transplantation of
CMP alongside HSC, but not of HSC alone, led to the protection of
mice against lethal Aspergillus and Pseudomonas infections
induced at early time points after lethal irradiation. Importantly,
the donor CMP need not be MHC-matched to the host to mediate
protection [44], and thus could be relatively straightforward to
obtain for clinical purposes. These proof-of-principle experiments
demonstrated the potential utility of progenitor cell transplanta-
tion to augment HSC reconstitution.

Phenotype and pre-clinical use of lymphoid
progenitors

T cells are the master orchestrators of the adaptive immune
response, mediating both humoral and cellular immunity to
intracellular and extracellular pathogens. Conditioning regimens
that circumvent graft rejection will necessarily impair host T cell
function. Therefore, rapid, host-tolerant T cell reconstitution
following bone marrow transplantation is extremely desirable.
T cells develop in the thymus throughout life where they become
self-MHC-restricted and self-tolerant; however, the thymus lacks
long-term self-renewing progenitors and must be continually
seeded by cells from the bone marrow that home to the thymus
through blood circulation [45]. The identity of the bone marrow
progenitor immediately upstream of the earliest thymus-resident
T cell progenitor has remained controversial. An early candidate
arose with the identification of the murine common lymphoid
progenitor (CLP), which retains the ability to generate the T cell,
B cell, dendritic cell (DC), and natural killer (NK) cell lineages, but
can no longer differentiate into myeloid cells [46]. Murine CLP
lack expression of a panel of mature lineage markers and have the
surface phenotype IL-7Ra+c-kitloSca-1lo.

Deepta Bhattacharya et al. Eur. J. Immunol. 2008. 38: 2060–20672062

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu



Initial characterization indicated that mouse CLP were able to
generate significant numbers of splenic T cells in sublethally
irradiated recipients 2 wk after intravenous injection. In contrast,
it took over 3 wk before comparable T cell chimerism was seen
following transplantation of an equivalent number of HSC
(c-kithilin–Sca-1+). This delay in T cell generation was mirrored
in the thymus where generation of donor HSC-derived CD4+CD8+

(double-positive) thymocyte development also lagged by over
1 wk relative to CLP-derived thymocytes [46]. These data suggest
that CLP are a good candidate for rapid Tcell reconstitution from a
bone marrow progenitor. In support of this hypothesis, Arber and
colleagues [34] demonstrated that following irradiation, trans-
plantation of CLP alongside HSC, but not HSC alone, led to the
rapid protection of mice against lethal doses of murine
cytomegalovirus; both MHC-matched and -mismatched CLP
provided protection. As an alternative strategy, Zakrzewski and
colleagues [47] demonstrated that T cell progenitors derived from
HSC could be expanded ex vivo using OP9-DL1 stromal cells. These
cells, when transplanted, underwent proper negative selection and
did not mediate GVHD, yet could maintain protection against
Listeria monocytogenes infections.

Recently, the efficiency and relevance of CLP as T progenitors
have been called into question [48–53]. Allman and colleagues
[48] found that the most immature mouse thymocytes (early
thymic progenitors, ETP) were phenotypically more similar to the
upstream multipotent progenitors (MPP) than to CLP for the
expression of a number of cell surface proteins. Furthermore, since
phenotypic CLP are not present in Ikaros–/– mice, which retain
nearly normal numbers of ETP, the authors argued that CLP may
not be important thymic progenitors [48]. These data were used to
suggest that a cell developmentally more proximal to HSC, such as
MPP, may be the true bone marrow thymic T cell progenitor.

There are important caveats to consider for each of these
arguments before excluding CLP as thymic progenitors. First, it has
been demonstrated that the c-kit and Sca-1 levels of CLP can be
rapidly altered when CLP are cultured on the stromal line
OP9-DL1, which supports thymic development [54]. Therefore,
the reported differences in surface phenotypes between cells in the
bone marrow and those in the thymus cannot be used to draw
precursor-progeny relationships. Indeed, Schwarz and colleagues
[51] demonstrated that when injected intrathymically, CLP
increased expression of c-kit and gave rise to phenotypic ETP, a
result confirmed in our own studies [55]. Second, examination of
the kinetics of mouse thymocyte development between intrathy-
mically injected ETP, CLP, and MPP clearly showed a high degree
of similarity in the kinetics of early development of double-positive
thymocytes between ETP and CLP. However, MPP lagged behind
by a couple of days [48]; thus, it is difficult to justify using these
data to argue that ETP resemble MPP more closely than CLP
developmentally. Finally, Ikaros-null mice lack phenotypic CLP,
but they also lack phenotypic MPP, since they lack Flk2 expression.
An Ikaros-EGFP knock-in reporter revealed the presence of
would-be Flk2+ MPP, though these cells were functionally
impaired in their ability to generate lymphocytes [38]. Thus,
both MPP and CLP may be phenotypically and/or functionally

deficient in Ikaros-null mice, even though ETP are present in
Ikaros–/– thymuses. These findings do not argue against either
MPP or CLP as a physiological thymic progenitor under normal
conditions, but may instead reflect flexibility in input populations
that can contribute to thymopoiesis under duress.

Several groups have argued that the larger absolute number of
thymic progeny downstream of MPP injection demonstrates that
MPP rather than CLP are the major contributor to thymopoiesis
[49–51]; however, it should be noted thatMPP can give rise to CLP,
and this precursor-progeny relationship opens the possibility that
MPP promote thymopoiesis only through a CLP intermediate.
Thus, the larger readout downstream from MPP may be reflective
of their ability to give rise to multiple CLP. Consistent with this
model, CLP produce an earlier wave of thymopoiesis than do
MPP [46, 51, 56]. It should be noted that several groups altered
the original method of CLP isolation by selecting for cells that
express high levels of AA4.1/CD93 but lack Sca-1 expression [57].
Recent studies from our laboratory have shown that this method
preferentially selects for B lineage-committed progenitors rather
than CLP, and that the use of Flk2 expression in conjunction
with the original markers is a far superior method for the
isolation of highly purified CLP [55]. These Flk2+ CLP yield
over 50% thymic chimerism 3 wk after transfer into sublethally
irradiated recipients, underscoring their potency as T cell
precursors [55].

Very recently, two prominent papers have suggested that the
majority of ETP retain myeloid potential at a clonal level, thus
concluding that a lymphoid-committed progenitor cannot give rise
to a physiologically relevant number of ETP [52, 53]. That ETP
isolated in bulk yield low-level myelopoiesis has previously been
reported, and is not contentious [48, 58]. This low-level myeloid
potential could be due to a rare subpopulation of ETP, and would
not be inconsistent with the majority of thymopoiesis arising from
CLP. On the other hand, if nearly all ETP retain myeloid potential,
then they cannot arise from an irreversibly committed lymphoid
progenitor, such as the CLP. Only a clonal assay can distinguish
between these two possibilities.

In the study by Wada et al. [53], very-low-level myeloid
potential was detected in bulk ETP cells, consistent with a rare
progenitor maintaining myeloid potential. Furthermore, a clonal
in vitro assay for myeloid potential of ETP revealed only a small
percentage of wells with both myeloid and T lineage potential.
Myeloid potential was determined by the presence of Mac-1+ cells;
when further assayed for additional markers, nearly all of the
Mac-1+ cells in these cultures co-expressed CD11c, a known
marker of DC [53]. No definitive assays were performed to rule out
the possibility that the “myeloid” cells in the clonal assayswere DC.
Importantly, it has previously been demonstrated that CLP can
produce DC [59]. Regardless of the identity of the Mac-1+ cells, if
only a minority of the ETP population possesses clonal T and
myeloid potential, it remains possible that the majority of
thymopoiesis arises from CLP.

In contrast to Wada et al. [53], Bell and Bhandoola [52]
conclude that 87% of ETP have both T and myeloid potential using
a slightly altered clonal assay. Again, myeloid potential was

Eur. J. Immunol. 2008. 38: 2060–2067 Highlights 2063

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu



determined by the expression of Mac-1, but it was not stated
whether cells in this clonal assay expressed CD11c . Therefore, the
possibility remains that many of the wells had T and DC potential
instead, which does not rule out CLP as major thymocyte
progenitors. Additionally, ETP have clearly been shown to have
very minor myeloid potential in comparison to MPP using bulk in
vivo and in vitro assays, such as colony forming assays on
methycellulose (for example [48, 60–62]).

This discrepancy with the clonal assay obtained by Wada et al.
[53] further raises the questions as to whether the readout
obtained was truly myeloid and whether it accurately represented
ETP lineage potential in vivo. An important but omitted control in
these clonal assays would have been the inclusion of CLP, which
have no detectable myeloid potential in vivo. Thus, the identity of
the bone marrow progenitor that is responsible for the majority of
thymopoiesis remains contentious and will require additional
experiments to reach a conclusive result. However, the rapid
reconstitution of T cells downstream of CLP has been experimen-
tally documented as noted above, making it a useful progenitor in
a transplantation setting irrespective of the above controversy.

In humans, CLP were first found within the bone marrow as
cells that express CD34, CD38, CD45RA, and CD10, but lack
expression of a number of lineage commitment markers [64].
Studies by our group [41] found that these cells also express
IL-7Ra transcripts. These cells, when assayed in xenogeneic
transplants or in limiting-dilution cultures, gave rise to T cells,
B cells, NK cells, and DC, but not to myeloid cells. Other studies
found that in the cord blood, only the CD10+CD7+ population
contains CLP, while the CD10+CD7– population contains myeloer-
ythroid potential [64]. Later studies, however, found that the
majority of the T cell and NK cell potential is contained within the
CD10–CD7+ population in the cord blood, while CD10+CD7– cells
are mainly B lineage-committed [65].

A recent study has shown that the majority of CD34+CD10+

cells in cord blood as well as adult bone marrow express CD24,
which is a marker of B lineage-committed progenitors, probably
resolving these previous discrepancies. They also demonstrate that
CD7 is not expressed on the CD34+CD10+ population in adult

bone marrow. Importantly, the CD34+CD10+CD24– progenitors
contained true CLP in that they could generate B cells, T cells, NK
cells, and DC, but possessed little myeloid potential. Furthermore,
CD34+CD10+ cells with similar potentials could be isolated from
both adult blood and thymus, demonstrating that a lymphoid-
committed progenitor likely transits from the bone marrow to the
blood to the thymus to give rise to thymopoiesis in humans [66].
Given that a lymphoid-committed progenitor appears to seed the
thymus in humans, it would be highly surprising if this extremely
important developmental step was not conserved in mice.

Concluding remarks

The field of bone marrow transplantation has made remarkable
strides since the first clinical attempts by Thomas and colleagues
[67]. Improvedmethods for HLA typing andmaintenance of donor
registries, advancements in T cell depletion methods to minimize
GVHD, new broad-spectrum antimicrobial drugs, and better
conditioning regimens have brought us to a point where
*50 000 bone marrow transplants are now performed annually
[68]. Nevertheless, there is still considerable room for improve-
ment at all stages of the process as it is currently performed. In an
ideal setting, highly specific conditioning drugs, such as antibody
reagents, would be used to eliminate host HSC and graft-reactive
lymphocytes prior to transplantation. Transplanted progenitor
cells would then mediate rapid immunity without GVHD prior to
lasting donor HSC-derived multilineage reconstitution (Fig. 1).
Translational studies using model systems can point us in the right
direction on how to achieve these goals and, consequently, the
safer use of HSC transplantation and replacement for a broad
range of clinical purposes.

Figure 1. Idealizedmodel for HSC transplantation. Following antibody-based ablation of host HSC andmature lymphocytes (green), transplantation
of progenitor cells (blue) and HSC (red) from a donor would mediate rapid and sustained hematopoietic reconstitution.

Deepta Bhattacharya et al. Eur. J. Immunol. 2008. 38: 2060–20672064

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu



Acknowledgements: This work was supported by National
Institutes of Health grants 5K01DK078318 (D.B.) and
5R01CA086065 (I.L.W.), and a fellowship from the Leukemia
and Lymphoma Society (L.I.R.E).

Conflict of interest: Affiliations that might be perceived to have
biased this work are as follows: I.L.W. cofounded and consulted for
Systemix, is a cofounder and director of Stem Cells, Inc., and
cofounded and is a former director of Cellerant, Inc. The other
authors declare no financial or commercial conflict of interest.

References

1 Morrison, S. J. and Spradling, A. C., Stem cells and niches: Mechanisms
that promote stem cell maintenance throughout life. Cell 2008. 132:
598–611.

2 Wright, D. E., Wagers, A. J., Gulati, A. P., Johnson, F. L. andWeissman, I.
L., Physiological migration of hematopoietic stem and progenitor cells.
Science 2001. 294: 1933–1936.

3 Massberg, S., Schaerli, P., Knezevic-Maramica, I., Kollnberger, M., Tubo,
N., Moseman, E. A., Huff, I. V. et al., Immunosurveillance by hematopoietic
progenitor cells trafficking through blood, lymph, and peripheral tissues.
Cell 2007. 131: 994–1008.

4 Liles, W. C., Broxmeyer, H. E., Rodger, E., Wood, B., Hubel, K., Cooper,
S., Hangoc, G. et al., Mobilization of hematopoietic progenitor cells in
healthy volunteers by AMD3100, a CXCR4 antagonist. Blood 2003. 102:
2728–2730.

5 Molineux, G., Pojda, Z., Hampson, I. N., Lord, B. I. and Dexter, T. M.,
Transplantation potential of peripheral blood stem cells induced by
granulocyte colony-stimulating factor. Blood 1990. 76: 2153–2158.

6 Negrin, R. S., Atkinson, K., Leemhuis, T., Hanania, E., Juttner, C.,
Tierney, K., Hu, W. W. et al., Transplantation of highly purified
CD34+Thy–1+ hematopoietic stem cells in patients with metastatic breast
cancer. Biol. Blood Marrow Transplant. 2000. 6: 262–271.

7 Osawa, M., Hanada, K., Hamada, H. and Nakauchi, H., Long-term
lymphohematopoietic reconstitution by a single CD34-low/negative hema-
topoietic stem cell. Science 1996. 273: 242–245.

8 Majeti, R., Park, C. Y. and Weissman, I. L., Identification of a hierarchy of
multipotent hematopoietic progenitors in human cord blood. Cell Stem Cell
2007. 1: 635–645.

9 Shlomchik, W. D., Graft-versus-host disease. Nat. Rev. Immunol. 2007. 7:
340–352.

10 Riddell, S. R. and Appelbaum, F. R., Graft-versus-host disease: A surge of
developments. PLoS Med. 2007. 4: e198.

11 Micklem, H. S., Clarke, C. M., Evans, E. P. and Ford, C. E., Fate of
chromosome-marked mouse bone marrow cells transfused into normal
syngeneic recipients. Transplantation 1968. 6: 299–302.

12 Brecher, G., Ansell, J. D., Micklem, H. S., Tjio, J. H. and Cronkite, E. P.,
Special proliferative sites are not needed for seeding and proliferation of
transfused bonemarrowcells in normal syngeneicmice. Proc. Natl. Acad. Sci.
USA 1982. 79: 5085–5087.

13 Saxe, D. F., Boggs, S. S. and Boggs, D. R., Transplantation of
chromosomally marked syngeneic marrow cells into mice not subjected
to hematopoietic stem cell depletion. Exp. Hematol. 1984. 12: 277–283.

14 Stewart, F. M., Crittenden, R. B., Lowry, P. A., Pearson-White, S. and
Quesenberry, P. J., Long-term engraftment of normal and post-5-fluor-
ouracil murine marrow into normal nonmyeloablated mice. Blood 1993. 81:
2566–2571.

15 Wu, D. D. and Keating, A., Hematopoietic stem cells engraft in untreated
transplant recipients. Exp. Hematol. 1993. 21: 251–256.

16 Gambel, P., Francescutti, L. H. and Wegmann, T. G., Antibody-facilitated
chimeras. Stem cell allotransplantation using antihost major histocompat-
ibility complex monoclonal antibodies instead of lethal irradiation for host
conditioning. Transplantation 1984. 38: 152–158.

17 Visser, J. W., Bauman, J. G., Mulder, A. H., Eliason, J. F. and de Leeuw, A.
M., Isolation of murine pluripotent hemopoietic stem cells. J. Exp. Med.
1984. 159: 1576–1590.

18 Bhattacharya, D., Rossi, D. J., Bryder, D. and Weissman, I. L., Purified
hematopoietic stem cell engraftment of rare niches corrects severe lymphoid
deficiencies without host conditioning. J. Exp. Med. 2006. 203: 73–85.

19 Czechowicz, A., Kraft, D., Weissman, I. L. and Bhattacharya, D., Efficient
transplantation via antibody-based clearance of hematopoietic stem cell
niches. Science 2007. 318: 1296–1299.

20 Gatti, R. A., Meuwissen, H. J., Allen, H. D., Hong, R. and Good, R. A.,
Immunological reconstitution of sex-linked lymphopenic immunological
deficiency. Lancet 1968. 2: 1366–1369.

21 Muller, S. M., Kohn, T., Schulz, A. S., Debatin, K. M. and Friedrich, W.,
Similar pattern of thymic-dependent T-cell reconstitution in infants with
severe combined immunodeficiency after human leukocyte antigen (HLA)-
identical and HLA-nonidentical stem cell transplantation. Blood 2000. 96:
4344–4349.

22 Rossi, D. J., Seita, J., Czechowicz, A., Bhattacharya, D., Bryder, D. and
Weissman, I. L., Hematopoietic stem cell quiescence attenuates DNA
damage response and permits DNA damage accumulation during aging. Cell
Cycle 2007. 6: 2371–2376.

23 Cavazzana-Calvo, M., Carlier, F., Le Deist, F., Morillon, E., Taupin, P.,
Gautier, D., Radford-Weiss, I. et al., Long-term T-cell reconstitution after
hematopoietic stem-cell transplantation in primary T-cell-immunodeficient
patients is associated with myeloid chimerism and possibly the primary
disease phenotype. Blood 2007. 109: 4575–4581.

24 Antoine, C., Muller, S., Cant, A., Cavazzana-Calvo, M., Veys, P., Vossen,
J., Fasth, A. et al., Long-term survival and transplantation of haemopoietic
stem cells for immunodeficiencies: Report of the European experience
1968–99. Lancet 2003. 361: 553–560.

25 Borghans, J. A., Bredius, R. G., Hazenberg, M. D., Roelofs, H., Jol-van
der Zijde, E. C., Heidt, J., Otto, S. A. et al., Early determinants of long-term
T-cell reconstitution after hematopoietic stem cell transplantation for severe
combined immunodeficiency. Blood 2006. 108: 763–769.

26 Sarzotti,M., Patel, D. D., Li, X., Ozaki, D. A., Cao, S., Langdon, S., Parrott,
R. E. et al., T cell repertoire development in humans with SCID after
nonablative allogeneic marrow transplantation. J. Immunol. 2003. 170:
2711–2718.

27 Copelan, E. A., Conditioning regimens for allogeneic bone marrow
transplantation. Blood Rev. 1992. 6: 234–242.

28 Yoshihara, H., Arai, F., Hosokawa, K., Hagiwara, T., Takubo, K.,
Nakamura, Y., Gomei, Y. et al., Thrombopoietin/MPL signaling regulates
hematopoietic stem cell quiescence and interaction with the osteoblastic
niche. Cell Stem Cell 2007. 1: 685–697.

29 Howard, J. G. and Woodruff, M. F. A., Effect of the graft-versus-host
reaction on the immunological responsiveness of the mouse. Proc. Roy. Soc.
1961. 154: 532–539.

Eur. J. Immunol. 2008. 38: 2060–2067 Highlights 2065

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu



30 Sprent, J. and Miller, J. F., Effect of recent antigen priming on adoptive
immune responses. III. Antigen-induced selective recruitment of subsets of
recirculating lymphocytes reactive to H-2 determinants. J. Exp. Med. 1976.
143: 585–600.

31 Keever, C. A., Flomenberg, N., Brochstein, J., Sullivan, M., Collins, N. H.,
Burns, J., Dupont, B. and O'Reilly, R. J., Tolerance of engrafted donor
T cells following bone marrow transplantation for severe combined
immunodeficiency. Clin. Immunol. Immunopathol. 1988. 48: 261–276.

32 Roncarolo, M. G., Bacchetta, R., Bigler, M., Touraine, J. L., de Vries, J. E.
and Spits, H., A SCID patient reconstituted with HLA-incompatible fetal
stem cells as a model for studying transplantation tolerance. Blood Cells
1991. 17: 391–402.

33 Shizuru, J. A., Jerabek, L., Edwards, C. T. and Weissman, I. L.,
Transplantation of purified hematopoietic stem cells: Requirements for
overcoming the barriers of allogeneic engraftment. Biol. Blood Marrow
Transplant. 1996. 2: 3–14.

34 Arber, C., BitMansour, A., Sparer, T. E., Higgins, J. P., Mocarski, E. S.,
Weissman, I. L., Shizuru, J. A. and Brown, J. M., Common lymphoid
progenitors rapidly engraft and protect against lethal murine cytomegalo-
virus infection after hematopoietic stem cell transplantation. Blood 2003.
102: 421–428.

35 Akashi, K., Traver, D., Miyamoto, T. and Weissman, I. L., A clonogenic
common myeloid progenitor that gives rise to all myeloid lineages. Nature
2000. 404: 193–197.

36 Terszowski, G., Waskow, C., Conradt, P., Lenze, D., Koenigsmann, J.,
Carstanjen, D., Horak, I. and Rodewald, H. R., Prospective isolation and
global gene expression analysis of the erythrocyte colony-forming unit
(CFU-E). Blood 2005. 105: 1937–1945.

37 Nutt, S. L., Metcalf, D., D'Amico, A., Polli, M. and Wu, L., Dynamic
regulation of PU.1 expression in multipotent hematopoietic progenitors.
J. Exp. Med. 2005. 201: 221–231.

38 Yoshida, T., Ng, S. Y., Zuniga-Pflucker, J. C. and Georgopoulos, K., Early
hematopoietic lineage restrictions directed by Ikaros.Nat. Immunol. 2006. 7:
382–391.

39 Pronk, C. J. H., Rossi, D. J., Mansson, R., Attema, J. L., Norddahl, G. L.,
Chan, C. K. F., Sigvardsson, M. et al., Elucidation of the phenotypic,
functional, and molecular topography of a myeloerythroid progenitor cell
hierarchy. Cell Stem Cell 2007. 1: 428–442.

40 Arinobu, Y., Mizuno, S., Chong, Y., Shigematsu, H., Iino, T., Iwasaki, H.,
Graf, T. et al., Reciprocal activation of GATA-1 and PU.1 marks initial
specification of hematopoietic stem cells into myeloerythroid and
myelolymphoid lineages. Cell Stem Cell 2007. 1: 416–427.

41 Manz, M. G., Miyamoto, T., Akashi, K. and Weissman, I. L., Prospective
isolation of human clonogenic common myeloid progenitors. Proc. Natl.
Acad. Sci. USA 2002. 99: 11872–11877.

42 BitMansour, A., Burns, S. M., Traver, D., Akashi, K., Contag, C. H.,
Weissman, I. L. and Brown, J. M., Myeloid progenitors protect against
invasive aspergillosis and Pseudomonas aeruginosa infection following
hematopoietic stem cell transplantation. Blood 2002. 100: 4660–4667.

43 BitMansour, A., Cao, T. M., Chao, S., Shashidhar, S. and Brown, J. M.,
Single infusion of myeloid progenitors reduces death from Aspergillus
fumigatus following chemotherapy-induced neutropenia. Blood 2005. 105:
3535–3537.

44 Arber, C., BitMansour, A., Shashidhar, S., Wang, S., Tseng, B. and Brown,
J. M., Protection against lethal Aspergillus fumigatus infection in mice by
allogeneic myeloid progenitors is not major histocompatibility complex
restricted. J. Infect. Dis. 2005. 192: 1666–1671.

45 Donskoy, E. and Goldschneider, I., Thymocytopoiesis is maintained by
blood-borne precursors throughout postnatal life. A study in parabioticmice.
J. Immunol. 1992. 148: 1604–1612.

46 Kondo, M., Weissman, I. L. and Akashi, K., Identification of clonogenic
common lymphoid progenitors in mouse bone marrow. Cell 1997. 91:
661–672.

47 Zakrzewski, J. L., Kochman, A. A., Lu, S. X., Terwey, T. H., Kim, T. D.,
Hubbard, V. M., Muriglan, S. J. et al., Adoptive transfer of T-cell precursors
enhances T-cell reconstitution after allogeneic hematopoietic stem cell
transplantation. Nat. Med. 2006. 12: 1039–1047.

48 Allman, D., Sambandam, A., Kim, S., Miller, J. P., Pagan, A., Well, D.,
Meraz, A. and Bhandoola, A., Thymopoiesis independent of common
lymphoid progenitors. Nat. Immunol. 2003. 4: 168–174.

49 Lai, A. Y. and Kondo, M., Identification of a bone marrow precursor of the
earliest thymocytes in adult mouse. Proc. Natl. Acad. Sci. USA 2007. 104:
6311–6316.

50 Perry, S. S., Welner, R. S., Kouro, T., Kincade, P. W. and Sun, X. H.,
Primitive lymphoid progenitors in bone marrow with T lineage reconstitut-
ing potential. J. Immunol. 2006. 177: 2880–2887.

51 Schwarz, B. A., Sambandam, A., Maillard, I., Harman, B. C., Love, P. E.
and Bhandoola, A., Selective thymus settling regulated by cytokine and
chemokine receptors. J. Immunol. 2007. 178: 2008–2017.

52 Bell, J. J. and Bhandoola, A., The earliest thymic progenitors for T cells
possess myeloid lineage potential. Nature 2008. 452: 764–767.

53 Wada, H., Masuda, K., Satoh, R., Kakugawa, K., Ikawa, T., Katsura, Y.
and Kawamoto, H., Adult T-cell progenitors retain myeloid potential.
Nature 2008. 452: 768–772.

54 Krueger, A., Garbe, A. I. and von Boehmer, H., Phenotypic plasticity of
T cell progenitors upon exposure to Notch ligands. J. Exp. Med. 2006. 203:
1977–1984.

55 Karsunky, H., Inlay, M. A., Serwold, T., Bhattacharya, D. and Weissman,
I. L., Flk2+ common lymphoid progenitors possess equivalent differentiation
potential for the B and T lineages. Blood 2008. 111: 5562–5570.

56 Igarashi, H., Gregory, S. C., Yokota, T., Sakaguchi, N. and Kincade, P. W.,
Transcription from the RAG1 locus marks the earliest lymphocyte
progenitors in bone marrow. Immunity 2002. 17: 117–130.

57 Izon, D., Rudd, K., DeMuth, W., Pear, W. S., Clendenin, C., Lindsley, R. C.
and Allman, D., A common pathway for dendritic cell and early B cell
development. J. Immunol. 2001. 167: 1387–1392.

58 Bhandoola, A., von Boehmer, H., Petrie, H. T. and Zuniga-Pflucker, J. C.,
Commitment and developmental potential of extrathymic and intrathymic
T cell precursors: Plenty to choose from. Immunity 2007. 26: 678–689.

59 Manz, M. G., Traver, D., Miyamoto, T., Weissman, I. L. and Akashi, K.,
Dendritic cell potentials of early lymphoid and myeloid progenitors. Blood
2001. 97: 3333–3341.

60 Matsuzaki, Y., Gyotoku, J., Ogawa, M., Nishikawa, S., Katsura, Y.,
Gachelin, G. and Nakauchi, H., Characterization of c-kit positive
intrathymic stem cells that are restricted to lymphoid differentiation.
J. Exp. Med. 1993. 178: 1283–1292.

61 Mori, S., Shortman, K. and Wu, L., Characterization of thymus-seeding
precursor cells from mouse bone marrow. Blood 2001. 98: 696–704.

62 King, A. G., Kondo, M., Scherer, D. C. and Weissman, I. L., Lineage
infidelity in myeloid cells with TCR gene rearrangement: A latent
developmental potential of proT cells revealed by ectopic cytokine receptor
signaling. Proc. Natl. Acad. Sci. USA 2002. 99: 4508–4513.

Deepta Bhattacharya et al. Eur. J. Immunol. 2008. 38: 2060–20672066

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu



63 Galy, A., Travis, M., Cen, D. and Chen, B., Human T, B, natural killer, and
dendritic cells arise from a common bone marrow progenitor cell subset.
Immunity 1995. 3: 459–473.

64 Hao, Q. L., Zhu, J., Price, M. A., Payne, K. J., Barsky, L. W. and Crooks, G.
M., Identification of a novel, human multilymphoid progenitor in cord
blood. Blood 2001. 97: 3683–3690.

65 Haddad, R., Guardiola, P., Izac, B., Thibault, C., Radich, J., Delezoide, A.
L., Baillou, C. et al., Molecular characterization of early human T/NK and
B-lymphoid progenitor cells in umbilical cord blood. Blood 2004. 104:
3918–3926.

66 Six, E. M., Bonhomme, D., Monteiro, M., Beldjord, K., Jurkowska, M.,
Cordier-Garcia, C., Garrigue, A. et al., A human postnatal lymphoid
progenitor capable of circulating and seeding the thymus. J. Exp. Med. 2007.
204: 3085–3093.

67 Thomas, E. D., Lochte, H. L., Jr., Lu, W. C. and Ferrebee, J. W.,
Intravenous infusion of bone marrow in patients receiving radiation and
chemotherapy. N. Engl. J. Med. 1957. 257: 491–496.

68 Copelan, E. A., Hematopoietic stem-cell transplantation. N. Engl. J. Med.
2006. 354: 1813–1826.

Abbreviations: CLP: common lymphoid progenitor � CMP: common
myeloid progenitor � ETP: early thymic progenitor � GVHD: graft-versus-
host disease � MPP: multipotent progenitor

Full correspondence: Deepta Bhattacharya, B261 Beckman Center,
279 Campus Drive, Stanford, CA 94305-5323, USA
Fax: +1-650-498-6255
e-mail: deepta@stanford.edu

Received: 1/4/08
Revised: 29/5/08
Accepted: 4/7/08

Eur. J. Immunol. 2008. 38: 2060–2067 Highlights 2067

f 2008 WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.eji-journal.eu


