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Abstract
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Mesenchymal stromal/stem cells (MSCs) of bone marrow (BM) origin not only provide the
supportive microenvironmental niche for hematopoietic stem cells (HSCs) but are also capable of
differentiating into various cell types of mesenchymal origin, such as bone, fat, and cartilage. In vitro
and in vivo data suggest that MSCs have low inherent immunogenicity, modulate/suppress
immunological responses through interactions with immune cells, and home to damaged tissues to
participate in regeneration processes through their diverse biological properties. MSCs derived from
BM are being evaluated for a wide range of clinical applications including disorders as diverse as
myocardial infarction or newly diagnosed diabetes mellitus type-1. However, their use in HSC
transplantation, either for enhancement of hematopoietic engraftment or for treatment/prevention of
graft versus host disease, is far ahead of other indications. Ease of isolation and ex vivo expansion
of MSCs, combined with their intriguing immunomodulatory properties, and their impressive record
of safety in a wide variety of clinical trials make these cells promising candidates for further
investigation.
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Introduction
Friedenstein et al. were the first to characterize bone marrow (BM) stromal cells, an adherent,
fibroblast-like population in the adult BM capable of regenerating rudiments of bone in vivo
[1]. These cells which comprise a very small population (<0.1%) of adult BM cells, provide
the supportive niche for hematopoietic stem cells (HSCs); however, recent studies favor
osteoblasts, a progeny of MSCs, as the main cell involved in HSC niche [2]. Caplan was the
first to use the term mesenchymal stem cells (MSCs) to reflect their capability to differentiate
into other cells of mesenchymal lineage such as fat and cartilage [3]. MSCs are most commonly
isolated/culture-expanded by plating BM mononuclear cells in culture plates, followed by
serial passage of the adherent cells. Interestingly, three decades after their original description,
there is still much controversy about their exact anatomical location inside BM, true
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physiological role, and their multilineage differentiation[4]. To better reflect the true identity
of these cells recently the term multipotent mesenchymal stromal cells (with the same acronym
as MSCs) has been recently proposed as the preferred terminology, accompanied with a specific
set of criteria to avoid confusion in the field [5].
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MSCs have generated a lot of excitement in the field of regenerative medicine over the last
decade due to their potential to differentiate into a variety of cell types, their migration to sites
of injury or inflammation after intravenous infusion, their ability to stimulate proliferation and
differentiation of resident progenitor cells, and promote recovery of damaged tissues through
secretion of a variety of cytokines and chemokines [6-13]. Intriguingly, an emerging body of
evidence shows that MSCs possess immunomodulatory properties beneficial in many disease
processes [14-16]. MSCs do not induce lymphocyte proliferation in vitro and are not targets
for cytotoxic T cells or NK cells [17-20]. Consequently, they could be tolerated when
transplanted over major histocompatibility complex barriers in humans [21]. Based on these
immunomodulatory and immunoprivileged characteristics, many human studies have used ex
vivo expanded BM-derived-MSCs from HLA-mismatched “third party” donors. Thus far,
culture-expanded MSCs derived from BM, and to a more limited extent, MSCs derived from
other tissues such as fat, have been used in several small phase I-II trials for a variety of non
hematological indications including treatment of patients with metachromatic leukodystrophy
and Hurler's disease [22], osteogenesis imperfecta [23], myocardial infarction [24,25],
amyotrophic lateral sclerosis [26-28], stroke [29], Crohn's disease [30], diabetes mellitus
[31] refractory wounds [32], among others [33]. However, in this review we will focus on the
use of MSCs in HSC transplantation, based on their myriad biological properties relevant to
this field (Figure-10). Cytotherapy has recently published several excellent reviews on the use
of MSCs for other indications [34-36].
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MSCs are part of the bone marrow stromal microenvironment and their fate during allogeneic
stem cell transplantation has been studied. Interestingly, recipient MSCs mostly survive
myeloablative conditioning regimens and the majority of studies done so far have shown post
transplant MSCs are predominantly recipient-derived [37-39]. Thus, although donor MSCs
comprise a fraction of marrow grafts they do not replace recipient MSCs despite the
achievement of complete donor lymphohematopoietic engraftment, likely reflecting their
relatively small numbers in vivo, their poor engraftment, or other unknown factors. In animal
transplant models, donor MSCs first migrate to the lung and then other internal organs, such
as the spleen and intestine. Recent studies suggest that a state of robust engraftment is not a
prerequisite for MSCs to mediate their effects [40]. Indeed, we argue that this could be a
potential advantageous property of these cells, as they mediate their clinically favorable effects
and then disappear, thus eliminating the risk of inducing unwanted effects later. This could
also explain why usually repeated infusions of MSCs are needed to achieve a clinical effect.
There is enormous heterogeneity in the production methodologies for MSCs as currently there
is no standard culture method [41-43]. Bone marrow derived MSCs are usually cultured from
small volume (25-50 ml) BM aspirates. MSCs are present in the mononuclear cell (MNC)
fraction of the BM; the MNC fraction is usually separated using density gradient centrifugation
followed by culturing cells in media supplemented with fetal bovine serum. Usually twentyfour hours to several days later nonadherent cells are removed and the adherent cells are fed
with culture media changes every 3-4 days. When the cells reach near confluence they are
trypsinized and passaged into new culture plates. At low passage, such cultures contain other
cells; however, after a few passages there will be a homogenous population of cells resembling
fibroblasts. Nevertheless, despite their seemingly similar morphologies the ultimate identity
of such cells could depend on numerous factors such as: starting source of the cells, age of the
donor, density of the cells plated, and type of media and serum used. For example, the use of
FBS generates concern about the potential risk of transmitting animal diseases of yet unknown
Cytotherapy. Author manuscript; available in PMC 2010 January 1.
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origin and also for potential reaction to antigens of animal origin. Alternatives to FBS that have
been investigated include serum free media, autologous serum, fresh frozen plasma, and human
platelet lysates [44-46]. These variations in the culture methodologies could easily affect the
immunomodulatory properties of MSCs and thus confound the interpretation of results of
different studies; furthermore, as with many other cellular therapies there is no clinically
applicable potency assay for MSCs. Another important factor to consider is the passage of the
cells used for therapeutic purposes, as early passages carry hematopoietic impurities, which
may affect the clinical results observed, and later passages carry the increasing risk of acquiring
potential mutagenic characteristics.

MSCs to enhance engraftment after HSCT
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Primary graft failure is a devastating early complication of allogeneic HSCT and is usually
caused by immunologic resistance versus incoming hematopoietic progenitors or by an
inadequate number of progenitors. The incidence of graft failure is <5% in fully ablative HLAmatched transplants but can be a significant issue in subjects who receive less intense
conditioning, HLA-mismatched grafts (including cord blood transplants) or in recipients who
are HLA-alloimmunized. Due to the presumed contribution of MSCs to hematopoiesis and
also based on animal studies in which co-transplantation of MSCs with HSCs improved
engraftment of the latter [47,48], MSCs have been investigated for their ability to improve
engraftment in allogeneic stem cell transplants. Clinical studies of MSCs for enhancement of
engraftment are summarized in Table-1.
Lazarus et al. were first to report a phase I trial to determine feasibility of collection, ex vivo
culture-expansion, and intravenous infusion of human BM-derived MSCs (referred to as
“mesenchymal progenitor cells” in this original report) [49]. Investigators collected and
culture-expanded MSCs from 10 ml BM aspirates from 23 patients with hematologic
malignancies in complete remission, 12 of them have previously had an autologous or
syngeneic bone marrow transplant. Autologous MSCs were reinfused intravenously after 4-7
weeks of ex vivo expansion into 15 patients. No adverse reactions were observed with infusion
of MSCs. Thus, this study showed the feasibility of culturing MSCs from small volume BM
samples using clinically acceptable methodologies, and their safety in infusion.
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The same group subsequently conducted a phase I-II clinical trial with a therapeutic intent to
determine feasibility, safety, and hematopoietic effects of culture-expanded autologous MSCs
infused into 28 patients breast cancer patients after high-dose chemotherapy and autologous
HSC transplantation [50] with the hypothesis that infusion of autologous MSCs after
myeloablative conditioning would accelerate hematopoietic recovery. MSCs again were
culture-expanded from a small bone marrow aspirate, and were used after 2-6 passages at a
dose of 1 to 2.2 millions MSC/Kg over 15 minutes. Again, autologous MSCs were infused
without any toxicity and hematopoietic recovery was rapid; neutrophil engraftment (≥ 500/
μL) was achieved in a median of 8 days and platelet count ≥20,000/μL (untransfused) in a
median of 8.5 days. Despite the rapid hematopoietic recovery in this series of the patients firm
conclusions regarding the engraftment promoting effect of MSCs could not be made due to the
nonrandomized nature of the study [50]. Nevertheless, these studies provided further evidence
that culture expansion of MSCs under good manufacturing practice conditions was feasible
and these cells were safe to infuse.
Led by the Lazarus group in a multicenter clinical trial, culture-expanded allogeneic MSCs
derived from BM of HLA-identical sibling donors were infused 4 hours before infusion of
HSCs in 46 patients undergoing myeloablative HSC transplantation for various hematological
malignancies using BM or peripheral blood HSCs [51]. There were no infusion-related
toxicities, ectopic tissue formation, or increase in the incidence or severity of GVHD. However,
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in comparison with historical controls, no acceleration of hematopoietic engraftment was
observed as the median times to engraftment of neutrophils ≥500/μL and platelets ≥20,000/
μL (untransfused) were 14.0 days and 20.5 days, respectively. Furthermore, rates of acute and
chronic GVHD in this study were similar to other comparable studies. Importantly, the authors
suggested that culture-expanded MSCs from unrelated healthy HLA unmatched third-party
donors could be potentially used as a universal donor product.
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The safety of allogeneic or autologous ex vivo expanded BM-derived MSCs co-transplanted
with HSCs in patients with hematologic and nonhematologic malignancies have been verified
in other studies too. Le Blanc used MSC transplantation in three patients to prevent repeat graft
rejection/failure after HSC re-transplantation, and in four patients to enhance hematopoietic
engraftment after allogeneic HSC transplantation [52]. HSC donors were three HLA-matched
siblings, three unrelated donors and one cord blood unit. MSC donors were HLA-matched
siblings in three cases and haploidentical donors in the other four cases. Neutrophil engraftment
≥500/ μL was achieved at a median of 12 days, and platelets ≥30,000/μL was achieved at a
median of 12 days. Thus, co-transplantation of MSC resulted in fast engraftment and 100%
donor chimerism, even in three patients who were re-transplanted for previous graft failure/
rejections. Ball et al co-transplanted donor MSCs in 14 children undergoing HSC
transplantation with G-CSF mobilized CD34+ cells selected from haploidentical donors.
Compared to a graft failure rate of 15% in 47 historic controls, all these patients had sustained
hematopoietic engraftment without any adverse reactions, suggesting that MSCs could
potentially reduce the risk of graft failure in haploidentical HSC transplant recipients [53]. The
authors hypothesized that MSCs reduced the rate of graft failure in these patients possibly
through their immunosuppressive effect on alloreactive recipient T lymphocytes escaping the
preparative regimen. In a single-institution phase I-II trial MacMillan et al. tested the potential
of MSCs from haploidentical parental donors to accelerate hematopoietic recovery at the time
of single unit umbilical cord blood transplantation. Fifteen patients were enrolled into this study
but seven did not receive MSC infusions for a variety of reasons including insufficient number
of MSCs available at the time of transplant in three cases. Eight patients received MSCs on
the day of UCB transplant and three patients received a second dose infused on day 21. For
the 5 patients who did not receive second dose of MSCs apparently insufficient growth of
MSCs was the factor. All eight evaluable patients achieved neutrophil engraftment (>500/μL)
at a median of 19 days and 75% probability of platelet engraftment (first day of a seven
consecutive days of platelet counts> 50,000/μL) at a median of 53 days. In this encouraging
report with a median follow-up of 6.8 years, five patients remained alive and disease free at
the time of report [54]. Fang et al co-transplanted adipose–tissue derived MSCs from
haploidentical donors along with PB HSCs from HLA-matched siblings into two patients with
sever aplastic anemia who had previously rejected HSCs from the same donors. At the time of
report these two patients were transfusion-independent and in good condition more than two
years after their co-transplantation [55].

MSCs in graft versus host disease
One of the most intriguing properties of ex vivo expanded MSCs is their ability to modulate
the immune response in vitro and in vivo through interaction with a broad range of immune
cells including T-lymphocytes, B-lymphocytes, natural killer and dendritic cells [56-59]. Acute
GVHD is a T-cell mediated process, occurring in the first 100 days following allogeneic
transplant or a donor lymphocyte infusion; and steroid-refractory GVHD has an extremely
poor prognosis [60,61]. Years ago it was suggested that MSCs could be potentially useful for
amelioration of GVHD after allogeneic HSC transplantation [62,63]. Studies investigating
MSCs for the treatment or prevention of GVHD are summarized in Table-2.
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Le Blanc et al. were the first to report the potential of MSC infusion for the treatment of GVHD
in a 9-year-old boy who received a matched unrelated donor HSC transplant for leukemia
[64]. The patient developed severe acute GVHD of the gut and liver unresponsive to all types
of immunosuppression including high dose methylprednisolone, infliximab and daclizumab.
Haploidentical MSCs were generated from the patient's mother, not the original donor, and
cells were harvested after three weeks of culture. After the infusion of one dose of MSCs, the
GVHD subsided. Infusion of a second dose of MSCs from the same batch of original MSCs
was also effective in treating GVHD when it recurred later. Importantly, no alloreactivity was
detected when patient's lymphocytes were cultured with donors MSCs before or after MSC
transplantation. This landmark report was followed by a larger study from the same group in
which MSCs were given to eight patients with steroid-refractory grades III-IV GVHD and one
with extensive chronic GVHD [65]. Two patients received MSCs from HLA-identical siblings,
six from haplo-identical family donors, and four from unrelated mismatched donors. There
were no acute toxicities after MSC infusions. Acute GVHD completely resolved in six of eight
patients, but two died soon after MSC treatment without evidence of response. At the time of
report five patients were alive between 2 months and 3 years after transplantation. This survival
rate was significantly superior compared to a control group of 16 patients with treatmentrefractory acute gut GVHD who did not receive MSCs. Most recently the same group reported
the administration of MSCs, derived from marrow and expanded according to the European
Group for Blood and Marrow Transplantation ex-vivo expansion procedure, to 55 patients with
steroid refractory GVHD in a multicenter, phase II trial. The median dose of MSCs was
1.4×106 (range 0.4–9×106)/kg derived from multiple donor sources; some even received MSCs
from multiple donors. Complete responses occurred in 30 patients. Two years later, 53% of
the complete responders were still alive vs. 16% of non-responders [66]. This largest
prospective clinical trial reported to date showed that, interestingly, GVHD responses were
independent of the source of MSCs; i.e. use of HLA-identical sibling, haplo-identical, and
third-party HLA-mismatched donors showed similar results. This will have a major impact in
future trials as generation of donor specific MSCs is time consuming, costly, and in many
occasions impractical due to the urgent nature of its use.
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Von Bonin reported 13 patients with steroid-refractory acute GVHD who received BM-derived
MSC that were expanded in platelet lysate-containing medium from unrelated HLA disparate
donors [67]. In this group of patients the median number of MSC infusions was 2 (range 1-5)
and MSCs were initiated at a median of 16 days after the onset of GVHD. Only two patients
(15%) did not need further escalation of their immunosuppressive regimen after the first dose
of MSCs, whereas, eleven patients received additional salvage immunosuppressive therapy
along with more MSC infusions, with five of the latter group showed a response after 28 days.
Four patients (31%) were alive after a median follow-up of 257 days. Lower response rate in
this co-cohort of patient compared to other reports could have, potentially, been due to use
platelet lysate-containing medium in the culture methodology, number of MSC infusions, cell
dose, or other factors such as the interval between development of GVHD and the first dose
of MSCs. Results reported by Muller at al. using MSCs in pediatric patients who had received
HSC transplantation was also less impressive [68]. MSCs were isolated from the respective
HSC donors in five cases and from a third party parental donor in the other two cases.
Interestingly, one patient who had trilineage failure due to severe hemophagocytosis showed
decrease in her hemophagocytosis after receiving MSCs and then had complete improvement
after a subsequent second HSC transplant.
Ning et al. in an open-label randomized trial used HLA-matched sibling HSC transplantation
with (10 patients) or without (15 patients) MSCs for treatment of hematologic malignancies.
The median time to neutrophil engraftment or platelet engraftment was not different between
these groups, however, grades II-IV acute GVHD was observed in only one (11.1%) of MSC
group versus eight (53.3%) of non-MSC evaluable patients. Significantly, the number of
Cytotherapy. Author manuscript; available in PMC 2010 January 1.
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patients who relapsed were six (60.0%) in MSC group and three (20.0%) in non-MSC group
with a 3-year disease-free survival of 30.0 and 66.7%, respectively. The authors concluded that
co-transplantation of MSCs and HSCs may prevent GVHD, but may be associated with a higher
rate of relapse [69]. In this group only two patients could receive the planned dose of MSCs
at 1-2 ×106/kg and as a result the MSC dose in this study was 0.03-1.5 ×106/kg, which is lower
than most others studies. Also, in contrast to most other studies which use passage 2-3 MSCs,
in this study cells from passage-1 were used for infusion.
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Patient enrollment has just been completed in a Phase III trial investigating the potential of
MSCs for the treatment of steroid-refractory acute GVHD using Prochymal®, a proprietary
formulation of MSCs derived from the marrow of healthy third-party donors. This definitive
double-blinded, placebo controlled trial was designed to assess safety and efficacy of
Prochymal over a six-month period. A total of 244 patients, including 27 pediatric patients,
were enrolled at 72 HSC transplant centers across the United States, Canada, Europe, and
Australia. More recently, patient enrollment (n=190) has also completed in a Phase III doubleblind, placebo-controlled trial evaluating Prochymal® as a first-line treatment for acute
GVHD. In both studies patients were randomized to either Prochymal® or placebo in a 2:1
ratio. Prochymal® has already been granted “Fast Track” status by FDA for these indications.
Results of these studies are highly anticipated due to the large number of patients involved, its
double blind randomized nature, and the consistency in cell dose and MSC preparation.
However, there are variables that may confound results such as differences in treatment
regimens used in different centers.

MSCs for tissue repair after HSC transplantation
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In addition to promoting hematopoietic engraftment and prevention and/or treatment of GVHD
MSCs have been used to treat other complications after HSC transplantation based on their
tissue regenerative properties (Table-3). Ringden et al treated ten patients with MSCs that had
a variety of tissue/organ toxicities following allogeneic HSC transplantation, including seven
with hemorrhagic cystitis, two with pneumomediastinum and one with perforated colon and
peritonitis [70]. MSC donors were unrelated HLA-mismatched (n=11), HLA-haploidentical
(n=3) and, HLA-matched sibling donors (n=2). In five patients, the severe hemorrhagic cystitis
resolved after MSC infusion. MSC infusion resulted in a reduction in transfusion requirements
in two patients but one died of multiorgan failure and one from progressive GVHD. In two
patients, pneumomediastinum resolved after MSC infusions. A patient with steroid-refractory
GVHD of the gut developed perforated diverticulitis and peritonitis and refused surgery; she
recovered after MSC infusion. However, she later developed recurrent peritonitis and although
she responded a second time, later died of disseminated fungal infection. [48] It is expected
that in the future we will see more use of MSCs in similar conditions [71].

MSCs derived from non-BM origin
Although MSCs were originally isolated from BM, cells with similar biological characteristics
and differentiation potential have been isolated from a wide variety of other adult tissues
including adipose tissue (AT) [72], neonatal tissues such as placenta [73] and umbilical cord
blood [74], and fetal tissues such as lung, liver, and blood [75]. Adipose tissue has been
proposed as another easily accessible source of MSCs suitable for clinical applications. Preclinical data suggest that AT-derived MSCs possess immunological characteristics similar to
BM-derived MSCs [76-78], so, not surprisingly, AT-derived MSCs have been also used in a
few small clinical trials. Fang et al describe two pediatric patients who developed severe
refractory acute GVHD following HSC transplantation and then received adipose-tissue
derived MSCs from HLA-mismatched unrelated donors. [79] In these two patients MSC
infusion successfully treated grade-4 gut GVHD and grade 3 liver GVHD. The same group
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also reported a 43-year-old woman with chronic hepatic GVHD who failed previous
immunosuppressive therapy and was treated with adipose tissue-derived MSCs. The authors
reported complete resolution of liver GVHD after infusion of MSCs from a mismatched donor
[80]. Finally, the same authors reported treatment of six patients with steroid-refractory grades
III-IV acute GVHD with adipose-tissue derived MSC, two from haplo-identical family donors
and four from unrelated mismatched donors. According to this report acute GVHD disappeared
completely in five of six patients, four of whom were alive, in good condition and in remission
after a median follow-up of 40 months [81].

MSCs and cord blood transplantation
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Infusion of third-party donor mobilized HSCs, depleted of T-cells, have been used combined
with UCB transplantation as a “bridge engraftment” strategy till the engraftment of the latter
[82]. Gonzalo-Daganzo et al investigated the potential of co-infusion of MSCs derived from
third party HSC donors on CB engraftment and effects on prevention or treatment of acute
GVHD in this type of transplantation [83]. MSCs were infused at the time of the transplant or
in the case of refractory acute GVHD. Nine patients received MSCs immediately after CB and
third party donor HSCs but no significant differences in CB engraftment or incidence of acute
GVHD was observed compared to a control group of 46 patients who did not receive MSCs.
Although not statistically significant, no patients in the MSC group developed grade III-IV
GVHD. However, in MSC treated subjects, four patients developed grade II acute GVHD and
two of them were steroid refractory. These two patients achieved complete remission after
therapeutic infusions of MSCs.
Brooke G et al. reported the first case of clinical use of MSC isolated and expanded from
placenta into a patient combined with UCB transplantation [84]. The patient, a 20 year old
male with acute myeloid leukemia in second remission, received placenta derived MSCs,
1×106/kg, after myeloablative conditioning and prior to receiving two cord blood units. He
developed skin GVHD on day 14 which was successfully treated with steroids but died at day
68 due to interstitial pneumonia. Due to ease of isolation and culture expansion of MSCs from
a variety of sources, and lack of need for HLA-matching it is expected that more studies will
be conducted using MSCs from such diverse tissue sources.

Conclusions
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The early clinical trials pioneered by visionary HSC transplant physicians have provided useful
initial information and generated much excitement encouraging other disciplines of medicine
to enter the field of MSC therapy, nevertheless, their use in HSC transplantation is far ahead
of others. We can now conclude with a certain level of assurance that there have been no
infusional toxicities with MSCs and the production of ectopic tissue has not been observed.
However, due to the nature of these mostly small nonrandomized clinical trials, conclusive
clinical benefit is hard to discern. Important questions remain to be addressed: How can the
production of MSCs be standardized? What assays should be used to define potency? Is it
possible that different passages of cells might have different immunomodulatory properties?
Is it possible that use of serum free media might change the immunological properties of MSCs?
Is it preferable to use autologous MSCs, if clinically practical, over allogeneic over third-party?
What are the optimal dose and frequency of administration for MSCs for different indications?
What is the optimal tissue of origin for MSCs for any given indication, BM or AT? What are
the best additional immunosuppressive or preparative regimens to be combined with MSCs
for different clinical indications? What safety assays should be used to verify genetic or
phenotypic stability of transplanted cells? What is the ultimate fate of MSCs after
transplantation?
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The most compelling results have come from phase II studies in steroid-refractory acute
GVHD. MSCs are closest to regulatory approval for use in acute GVHD pending the results
of the now fully-accrued phase III trials in the first-line and steroid-refractory settings.
However, evidence for boosting engraftment is inconclusive. This indication will require large
randomized trials in populations vulnerable to engraftment failure (such as cord blood
transplants). However, one potential application for MSCs will be their use as in vitro
bioreactors for expansion of hematopoietic stem cells, recapitulating their in vivo functionality;
such studies have been already initiated [85,86]. Although the overwhelming majority of MSC
studies have pointed to the safety and potential efficacy of these cells, these studies have also
identified issues of concern. Most concerning is the theoretical increased risk of relapse, now
documented by Ning, et al in a single controlled trial, and tumor promoting effects
demonstrated in several animal models [87,88]. Durability of the infused MSCs is still a matter
of great debate [40]. Although there have been documented instances of epithelial chimerism
by high-resolution PCR-based assays in human studies, the extent of MSC engraftment is
usually minimal. However, it is quite possible that MSCs exert their beneficial effects through
unknown mechanisms prior to their demise; thus, lack of durability could be potentially
advantageous as it may preclude chance of tumorigenicity in the future. Logistical
considerations are immense: ignoring regulatory requirements, it takes at least four weeks to
expand autologous MSCs and many trial subjects have been unable to receive their target dose
of MSCs. In this respect, the finding that third party MSCs are equally effective in treating
GVHD and safe to administer, suggest that this could be the solution of choice in urgent
indications. Ease of production of MSCs according to GMP guidelines, their apparent lack of
immunogenicity, and their impressive safety records, so far, warrants continued investigation
in their already exploding applications. However, carefully designed clinical trials will be
necessary to define the optimum dose, schedule, source, route of administration, and
indications for MSCs.
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Figure 1.

Mechanisms of action and potential role of mesenchymal stem cells in hematopoietic stem cell
transplantation.
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