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Abstract
A decade has passed since Shinya Yamanaka published his
landmarking publication on how to produce pluripotent stemcell-like cells and the term induced pluripotent stem cells, iPS
cells, was coined. This past decade has been a decade devoted
to pluripotent cells, scrutinizing molecular mechanisms in cell
identity, and optimizing derivation methods, culture conditions
and characterization methods to xenofree and chemically defined
clinical-grade pluripotent stem cells. The early promises of
autologous cell therapies are now replaced by creation of highly
selected donor cell banks matched to provide cells for the majority
of a target population. Several of the initial safety concerns with
iPS cells have been addressed with the use of non-integrating
derivation methods and chemically defined and xenofree culture
conditions, but some remain and will not be fully resolved until
conclusions from in vivo experiments in larger animal models
can be made. Published studies on safety and proof of concept
performed in nonhuman primates are few but show promising
results for spinal cord injury and Parkinson’s disease for example.
But questions remain; on how to provide functional and long-term
integrating grafts and whether these can fulfill the promises of
recovery and potential cure?
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Introduction
Millions of humans worldwide have already been cured from
life-threatening diseases through stem cell transplantations. This is
part of standard treatments for leukemia’s, lymphoma´s, inherited
immune system disorders and metabolic disorders as well as for bone
marrow diseases (see list at https://bethematch.org). The regenerative
capacity of bone marrow was explored in the 50 s and 60 s [1,2] and
daring experiments with blood transplantations pioneered the cell
transplantation field [3]. Bone marrow stem cells are multipotent
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stem cells and have the capacity to reconstitute the irradiated stem
cell niche and give rise to all cell types that make up the blood. The
ability to cure and not just alleviate the disease symptoms is amazing
and gave hope to other patient groups with serious conditions
and life-long suffering, conditions such as diabetes mellitus,
neurodegenerative disorders, cardiovascular diseases and trauma
injuries.
Pluripotent stem cell have the capacity to form all the cell types
that make up the human body and the first derivation of human
embryonic stem cells, ES cells, by James A Thomson Lab in 1998
[4] evoke hope for future cell based therapies. ES cells are not easily
accessible and the use of preimplantated embryos raises ethical and
legal concerns. The hope of new and effective cures came closer to
reality as Shinya Yamanaka published a method to derive pluripotent
stem-cell-like cells from somatic mouse and human cells. The cells
were called induced pluripotent stem cells, iPS cells [5,6]. Yamanaka’s
method is genial in its simplicity and pluripotent cells are produced
simply by ectopic expression of four ES cell-associated transcription
factors, Oct4, Sox2, Klf4 and cMyc. iPS cells are easily derived, free
from the ethical concerns of ES cells and with the capacity to be
autologous to the patient, abolishing the needs for life-long systemic
immunosuppressive treatments. Creation of autologous stem cell
banks is not feasible on large scale and current strategy is based on
collected knowledge from organ transplants, with creation of highly
selected donor cells chosen to match the majority of a population.
Several clinical trials involving human pluripotent stem cells are
registered, moving cell based therapies into a new clinical era.
Here we review current knowledge on the production of
clinical-grade iPS cells, their derivation, culture conditions and
donor selection. We discuss their potential for cell transplantation,
remaining hurdles to overcome and future perspectives.

State of the art, derivation and culturing of clinical-grade
iPS cells
Clinically relevant iPS cells and derivatives thereof need to fulfill
three main criteria; they need to be i) safe, ii) functional and iii)
possible to consistently grow in large quantities, mainly to provide
ready-to-use, available and affordable cell for transplantation with
minimum risk for recipients concerning immunogenicity and
tumorigenicity. Below we will review and discuss these aspects.
The first iPS cells were derived using oncogenic reprogramming
factors, cMyc and Klf4, expressed by randomly integrating
retroviral vectors, in undefined culture conditions with mouse
feeder cells as substrate and bovine serum containing medium.
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Method development of iPS cell derivation and culturing has
moved forward with a pace that excels all expectations. Source cells
for iPS cell derivation, sets of reprogramming factors, number of
reprogramming factors, their delivery routes and novel elements
enhancing reprogramming efficiency have been explored. The
method development has been summarized in several review articles
[7,8]. Improved iPS cell derivation and culturing protocols that
can be applied already today are for example (1) non-integrating
reprogramming methods, (2) xenofree and chemically defined
culture conditions, (3) production standards, ensuring traceability
and reproducibility, (4) high-resolution characterization methods.
Another promising technological advancement, not covered in this
review, is the possibility to culture pluripotent cells in large quantities
with minimum risk for contaminations using bioreactors and
automated systems.

iPS cell derivation methods
The ultimate derivation method is free from any exogenous genetic
material, reproducible and efficient. Scientific discoveries moving iPS
cells closer to clinical applications are; the first derivation of human
iPS cells with non-integrating methods [9], reprogramming without
the use of oncogenes, using only OCT4 and SOX2 [10] and eventually
only OCT4 in combination with a cocktail of defined chemicals [11],
iPS cells derived through direct delivery of reprogramming proteins
[12], and for mouse cells only so far, by defined chemicals only [13].

Xenofree and chemically defined culture conditions
The derivation of human pluripotent stem cells, most frequent
ES cells and iPS cells differ, but the same culture conditions can be
applied for their propagation. Years of experience from human ES
cell culturing enabled the first derivation of human iPS cells and
moved iPS cell quickly into clinically relevant cells. Culturing on
feeder layers, mouse or human feeder cells, was for a long time the
only way to culture human pluripotent stem cells. This is suboptimal
and undefined, resulting in batch-to-batch variations and risk
for transfer of pathogens and immunogenicity in the pluripotent
stem cells [14]. The first chemically defined and xenofree culturing
substrate for human pluripotent cells was human recombinant
vitronectin, an extracellular matrix (ECM) glycoprotein [15]. Other
xenofree and chemically defined culturing substrates used today are
human recombinant ECM proteins for example laminin-521 [16]
and synthetic substrates like human recombinant synthetic polymers
[17] and thermo responsive synthetic hydrogels [18].
The requirement of feeder-free culture conditions was made
possible through studies of molecular mechanisms of pluripotency
and self-renewal in human ES cells. Basic FGF is crucial for selfrenewal of human pluripotent stem cells and was previously provided
by the feeder cells. Increased levels of basic FGF to culture medium
enabled feeder-free culturing of human pluripotent cells [19,20].
The first xenofree and chemically defined culture medium capable
of long-term propagation of human pluripotent cells was TeSR [21].
Today several defined and xenofree culturing media are commercially
available. The first publications of human iPS cells derived and
cultured under chemically defined and xenofree conditions came in
2014 [22,23].

Setting Standards and Characterization Criteria’s for
Clinical-Grade iPS Cells
All steps and products in the derivation, propagation,
characterization and banking of the iPS cells and any derivatives
thereof for clinical applications have to be produced in a standardized
and controlled manner. Applying good manufacturing practices
(GMPs) and chemistry and manufacturing controls (CMCs),
enables traceability and reproducibility of all steps and reagents in
the production line, this in combination with vast technical assay
improvements having made high-resolution characterization of cells
possible and affordable. Genomics, proteomics and metabolomics
can be studied in high resolution on population and single cell
level, allowing in-depth knowledge on the cells before approving for
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clinical applications. Great effort on harmonizing the standards has
been made over the last years, by the International society for stem
cell research (ISSCR) and the International Society for Cell Therapy
(ISCT) [24]. However, there is no global regulatory organization
responsible for setting the standards of cell transplantation therapies
today [25].

Donor Selection, Creation of Homozygous HLAMatched iPS Cell Banks
The derivation of autologous iPS cells for clinical purposes is
expensive, time-consuming and not the answer for most conditions.
It is interesting from a scientific point of view but not feasible in a large
clinical perspective. An alternative is to create cell banks with highly
selected donor cells, chosen to match the majority of a population
[26,27]. The ultimate donors are young, healthy, of blood type O
(universal donors) and homozygous for the most frequent major
human leukocyte antigens (HLAs) in the population Experiences
from organ transplants have shown that matching HLA-A, -B and
–DR are most beneficial [28]. The donor-recipient matching criteria’s
are based on decades of experience from solid organ and bone
marrow transplants. However, knowledge about pluripotent stem
cell-derived tissue transplants in humans is sparse. The acceptance
for partial matching of donor-recipient cells is different for different
tissue types generated and the transplantation site [29]. The number
of theoretical donor lines vary dependent on level of heterogeneity
in a population. For example, 50 unique homozygous HLA donors
could match over 90% of the Japanese populations [30], whereas
the population of United Kingdom would require a bank of 150
unique homozygous HLA donors to ensure a similar match [26].
Homozygous HLA-donors are rare in populations and utilizing
information from already registered volunteering cell donors from
Bone Marrow Donors Worldwide (BMDW) registry for example
would short cut this process [26]. The creation of population specific
iPS cell banks has already started in some countries for example in
the United Kingdom, Japan, France and the United States of America
[31]. Homozygous HLA cell banks will provide cells for the majority
of the population but the cells will only provide partial match and
the need for immune modulatory substances will still be needed to
prevent immune rejections. The level and type of immune modulation
will be dependent on tissue type generated and on the graft site [29].

Safety Concerns of iPS Cells for Cell Therapy
Several of the initial safety concerns with iPS cells have been
addressed as non-integrating derivation methods and chemically
defined and xenofree culture conditions have been developed.
However, some concerns remains and will not be fully resolved until
conclusions from in vivo experiments in larger animal models and
clinical trials can be made. Issues addressed in preclinical settings
are; (1) genetic abnormalities either from derivation or culturing
method or from the source cells, (2) epigenetic abnormalities due to
incomplete reprogramming or from effects of long-term culturing,
(3) tumorigenicity of iPS cells due to inadequate differentiation or
due to culture-induced malignancies and (4) questions of acquired
immunogenicity arising from culture conditions.

Genetic and epigenetic variations in iPS cells
Control of genetic and epigenetic variation in iPS cells is of great
concern when moving into clinical applications. Genetic variations
can be anything from small, single nucleotide variations, copy
number variations to larger variations, such as loss of heterozygosity
and aneuploidy. The use of non-integrating methods is therefore
of the essence. Another source of genetic variation is from genetic
mosaicism present already in the somatic source cells. The clonal
nature of iPS cell derivation can result in capturing and expansion of
even rare genetic variations [32].
The stochastic nature and low efficiency of the reprogramming
process can result in iPS cell lines with epigenetic variations. This
can be due to insufficient reprogramming, leaving traces of cell type
specific epigenetics, (epigenetic memory), in the generated iPS cells.
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Recent publication have addressed this issue and concluded that the
epigenetic variations between well-characterized iPS cell lines and ES
cell lines shown similar inter-individual variations, when applying
non-integrating derivation methods [32].

Tumorigenicity of iPS cells
Long term passaging of pluripotent cells, iPS cells and ES cells, can
cause selection for genetic and epigenetic malignancies with growth
advantages. This can be anything from de novo genetic mutations
to altered repressive chromatin modifications in imprinted loci,
resulting in loss of allele-specific expression [33].
The success rate in differentiation of iPS cells to target cells for
transplantation is dependent on the optimization of the differentiation
protocol and on the level of heterogeneity of the pluripotent cells.
It is crucial to apply standardized routines with high-resolution
characterization assays to investigate genetic variations in each
cell line, this accompanied by karyotyping or Fluorescence in situ
hybridization (FISH) to detect potential balanced translocations.
Any remnants of pluripotent cells left amongst the cells for
transplantation can result in tumor formations. Purifications of cells
for transplantation can be important. This can be accomplished either
by for example Fluorescent Activated cell sorter (FACS) mediated
extraction of the differentiated cells or by selective removal of the
remaining pluripotent cells [34,35].

Acquired immunogenicity of iPS cells and cell derivatives
Cells cultured in undefined culture systems, with feeders or with
animal-derived medium components can incorporate xenogeneic
silica acid components (Neu5Gc). These can evoke immune responses
in humans [14]. This is avoided by applying xenofree culture
conditions.

Who Could Benefit from Cell Therapy, Today and
Tomorrow?
Efforts are made in many therapeutic areas but first in line for
pluripotent-derived cell therapies are chronic diseases or conditions
without cure for example diabetes mellitus, neurodegenerative
disorders, such as Parkinson’s disease, Alzheimer’s disease, Amyloid
lateral sclerosis and Huntington’s disease, trauma injuries such as
myocardial infarction, stroke and spinal cord injury as well as eye
related diseases. The later, is pioneering stem cell derived therapies.
There are several ongoing clinical trials for macular degeneration,
using ES cell-derived retinal pigmented epithelial (RPE) cells in USA,
South Korea, United Kingdom and Israel [36]. Eye conditions are
in front line for practical reasons, differentiation protocols are well
developed, only few cells, in number and in cell type, needs to be
replaced, the eye is immune privileged to some degree, the target area
is accessible, progress can be monitored and one eye can be treated
at a time leaving the other as control. Japan is exploring clinical
application of iPS cell-derived RPE cells for macular degradation,
with ongoing clinical trial [36] and the first treatment of a patient,
a 70-year-old woman with iPS cell-derived RPE at the Riken Center
for Developmental degeneration, by Masayo Takahashi in Japan [37],
no clinical data is yet available. Clinical trials concerning stem cells,
reviewed by Trounson, et al. [36] and lists of registered clinical trials
can be found at the NIH clinical trials website (https://clinicaltrials.
gov/).
Proof of concept studies show beneficial treatments involving
human iPS cell derived cells in animal models. These include curing
sickle cell anemia mouse models by autologous iPS cells, genetically
corrected and differentiated to hematopoietic progenitors [38].
Treatment of mouse models of diabetes by transplanting insulinproducing cells derived from human iPS cells [39]. Treatment of
Parkinson’s disease, and spinal cord injury by iPS cell-derived neural
progenitors in rat and in mouse [40,41]. Animal models using nonhuman primates show little or no adverse effects and some beneficial
effects for treatment of spinal cord injury [42] and Parkinson’s disease
[43].
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Roadblocks in Cell Therapy
Major roadblocks to overcome are the low prevalence of cell
survival and functional integration. This is not helped by the
chronically diseased and aged surroundings. Studies on mice with
humanized immune systems [44] and larger animal models can give
some insights on how to address this. Gene editing approaches has
proven efficient in reducing the T cell activity and makes the grafted
cells less susceptible to the host’s immune system [45] and to enhance
survival and proliferation of the grafted cells [46].
Preconditioning the cells in vitro with anti apoptotic and
prosurvival factors might be another way to make the cells more
resistant to the disease environment and enhance the chances of cell
survival and integration [47,48].
The transplanted cells faces different challenges dependent on
therapeutic application and different strategies for transplantation
are in development. Glucose-responding insulin-producing cells
can be transplanted in capsules, permeable only for small molecules.
This encapsulation will protect the transplanted cells from cell
mediated autoimmune rejections in patients with type I diabetes [49].
Myocardial infarctions require large number of cells to replace the
lost cells. Systemically injected of myocardial progenitors show low
homing, integrating and poor long-term survival. Attempts to culture
the cells on biocompatible membranes to create patches are ongoing
[50].
What cell type to transplant and the level of maturity of the
transplanted progenitors and elimination of remaining pluripotent
cells or incorrect cell types needs to be further addressed. Injection of
cells for neural degenerative disorders such as Parkinson’s disease will
most likely require neural cells of progenitor type to allow functional
integration into already existing networks whereas, myocardial
infarction and cardiac failure will require more mature cells types
to allow correct electrophysiological propagation and coordinated
contractions. Animal models can give some insights into these
matters but clinical trials will eventually be the only way to finally
assess this issue.

Conclusions and Future Perspective
The field of pluripotent stem cell based therapeutics is still very
young but the progress made over the last decade in derivation and
culture conditions makes it more promising than ever. The ability
to create clinical-grade HLA-matched donor banks of iPS cells in
the same man or as for bone marrow transplants moves iPS cellderived cell therapies from small and local to scalable, affordable
and available for future therapies. One major shortage today is the
lack of International agencies setting and enforcing standards and
characterisation criteria’s for derivation and culturing of clinicalgrade iPS cells and derivatives thereof for cell transplantations. ES
cell-derived therapies are one step ahead of iPS cell-derived therapies,
with several ongoing clinical trials. Insights from these will be valuable
for iPS cell-derived therapies. It is crucial that the first trials display no
or little adverse effects and that therapeutic benefit can be proven in
coming phases. Lack of improvements or even signs of malignancies
will set back the clinical progress with years.

Acknowledgments
Because of space limitations, authors could not include all of the
relevant publications in this review, for which they apologize.
This study was supported by grants from the Wallenberg
Institutet for regenerative medicine, WIRM and Strategic network
for Neuroscience, StratNeuro at the department of Neuroscience
at Karolinska Institutet. SSF (Swedish Foundation for Strategic
Research) and by the Strategic network for Regenerative medicine,
StratRegen at Karolinska Institutet.

Ethical Statement
Not applicable.
• Page 3 of 4 •

DOI: 10.23937/2469-570X/1410041

Competing Interests
The authors declare no conflicts of interest.

Author’s Contributions
Not applicable.

References
1. Lorenz E, Uphoff D, Reid Tr, Shelton E (1951) Modification of irradiation injury
in mice and guinea pigs by bone marrow injections. J Natl Cancer Inst 12:
197-201.
2. TILL JE, Mcculloch EA (1961) A direct measurement of the radiation sensitivity
of normal mouse bone marrow cells. Radiat Res 14: 213-222.
3. Thomas Ed, Lochte Hl Jr, Cannon Jh, Sahler Od, Ferrebee Jw (1959)
Supralethal whole body irradiation and isologous marrow transplantation in
man. J Clin Invest 38: 1709-1716.
4. Thomson JA, Itskovitz-Eldor J, Shapiro SS, Waknitz MA, Swiergiel JJ, et al.
(1998) Embryonic stem cell lines derived from human blastocysts. Science
282: 1145-1147.
5. Takahashi K, Yamanaka S (2006) Induction of pluripotent stem cells from
mouse embryonic and adult fibroblast cultures by defined factors. Cell 126:
663-676.
6. Takahashi K, Tanabe K, Ohnuki M, Narita M, Ichisaka T, et al. (2007)
Induction of pluripotent stem cells from adult human fibroblasts by defined
factors. Cell 131: 861-872.
7. Theunissen TW, Jaenisch R (2014) Molecular control of induced pluripotency.
Cell Stem Cell 14: 720-734.

ISSN: 2469-570X

25. Andrews PW, Cavagnaro J, Deans R, Feigal E, Horowitz E, et al. (2014)
Harmonizing standards for producing clinical-grade therapies from pluripotent
stem cells. Nat Biotechnol 32: 724-726.
26. Taylor CJ, Peacock S, Chaudhry AN, Bradley JA, Bolton EM (2012)
Generating an iPSC bank for HLA-matched tissue transplantation based on
known donor and recipient HLA types. Cell Stem Cell 11: 147-152.
27. Turner M, Leslie S, Martin NG, Peschanski M, Rao M, et al. (2013) Toward
the development of a global induced pluripotent stem cell library. Cell Stem
Cell 13: 382-384.
28. Süsal C, Opelz G (2013) Current role of human leukocyte antigen matching in
kidney transplantation. Curr Opin Organ Transplant 18: 438-444.
29. Chinen J, Buckley RH (2010) Transplantation immunology: solid organ and
bone marrow. J Allergy Clin Immunol 125: S324-335.
30. Nakatsuji N, Nakajima F, Tokunaga K (2008) HLA-haplotype banking and iPS
cells. Nat Biotechnol 26: 739-740.
31. Wilmut I, Leslie S, Martin NG, Peschanski M, Rao M, et al. (2015) Development
of a global network of induced pluripotent stem cell haplobanks. Regen Med
10: 235-238.
32. Bock C, Kiskinis E, Verstappen G, Gu H, Boulting G, et al. (2011)
Reference Maps of human ES and iPS cell variation enable high-throughput
characterization of pluripotent cell lines. Cell 144: 439-452.
33. Nazor KL, Altun G, Lynch C, Tran H, Harness JV, et al. (2012) Recurrent
variations in DNA methylation in human pluripotent stem cells and their
differentiated derivatives. Cell Stem Cell 10: 620-634.
34. Choo AB (2008) Selection against undifferentiated human embryonic stem
cells by a cytotoxic antibody recognizing podocalyxin-like protein-1. Stem
Cells 26: 1454-1463.

8. Takahashi K, Yamanaka S (2016) A decade of transcription factor-mediated
reprogramming to pluripotency. Nat Rev Mol Cell Biol 17: 183-193.

35. Ben-David U, Gan QF, Golan-Lev T, Arora P, Yanuka O, et al. (2013)
Selective elimination of human pluripotent stem cells by an oleate synthesis
inhibitor discovered in a high-throughput screen. Cell Stem Cell 12: 167-179.

9. Yu J, Hu K, Smuga-Otto K, Tian S, Stewart R, et al. (2009) Human induced
pluripotent stem cells free of vector and transgene sequences. Science 324:
797-801.

36. Trounson A, McDonald C (2015) Stem Cell Therapies in Clinical Trials:
Progress and Challenges. Cell Stem Cell 17: 11-22.

10. Onder TT, Kara N, Cherry A, Sinha AU, Zhu N, et al. (2012) Chromatinmodifying enzymes as modulators of reprogramming. Nature 483: 598-602.
11. Zhu S, Li W, Zhou H, Wei W, Ambasudhan R, et al. (2010) Reprogramming of
human primary somatic cells by OCT4 and chemical compounds. Cell Stem
Cell 7: 651-655.
12. Kim D, Kim CH, Moon JI, Chung YG, Chang MY, et al. (2009) Generation
of human induced pluripotent stem cells by direct delivery of reprogramming
proteins. Cell Stem Cell 4: 472-476.
13. Hou P, Li Y, Zhang X, Liu C, Guan J, et al. (2013) Pluripotent stem cells
induced from mouse somatic cells by small-molecule compounds. Science
341: 651-654.
14. Martin MJ, Muotri A, Gage F, Varki A (2005) Human embryonic stem cells
express an immunogenic nonhuman sialic acid. Nat Med 11: 228-232.
15. Braam SR (2008) Recombinant vitronectin is a functionally defined substrate
that supports human embryonic stem cell self-renewal via alphavbeta5
integrin. Stem Cells 26: 2257-2265.
16. Rodin S, Antonsson L, Niaudet C, Simonson OE, Salmela E, et al. (2014)
Clonal culturing of human embryonic stem cells on laminin-521/E-cadherin
matrix in defined and xeno-free environment. Nat Commun 5: 3195.

37. Cyranoski D (2014) Japanese woman is first recipient of next-generation stem
cells. Nature News 15915.
38. Hanna J, Wernig M, Markoulaki S, Sun CW, Meissner A, et al. (2007)
Treatment of sickle cell anemia mouse model with iPS cells generated from
autologous skin. Science 318: 1920-1923.
39. Raikwar SP, Kim EM, Sivitz WI, Allamargot C, Thedens DR, et al. (2015)
Human iPS cell-derived insulin producing cells form vascularized organoids
under the kidney capsules of diabetic mice. PLoS One 10: e0116582.
40. Wernig M, Zhao JP, Pruszak J, Hedlund E, Fu D, et al. (2008) Neurons
derived from reprogrammed fibroblasts functionally integrate into the fetal
brain and improve symptoms of rats with Parkinson’s disease. Proc Natl Acad
Sci U S A 105: 5856-5861.
41. Tsuji O, Miura K, Okada Y, Fujiyoshi K, Mukaino M, et al. (2010) Therapeutic
potential of appropriately evaluated safe-induced pluripotent stem cells for
spinal cord injury. Proc Natl Acad Sci U S A 107: 12704-12709.
42. Kobayashi Y, Okada Y, Itakura G, Iwai H, Nishimura S, et al. (2012) Preevaluated safe human iPSC-derived neural stem cells promote functional
recovery after spinal cord injury in common marmoset without tumorigenicity.
PLoS One 7: e52787.

17. Villa-Diaz LG, Nandivada H, Ding J, Nogueira-de-Souza NC, Krebsbach
PH, et al. (2010) Synthetic polymer coatings for long-term growth of human
embryonic stem cells. Nat Biotechnol 28: 581-583.

43. Hallett PJ, Deleidi M, Astradsson A, Smith GA, Cooper O, et al. (2015)
Successful function of autologous iPSC-derived dopamine neurons following
transplantation in a non-human primate model of Parkinson’s disease. Cell
Stem Cell 16: 269-274.

18. Zhang R, Mjoseng HK, Hoeve MA, Bauer NG, Pells S, et al. (2013) A
thermoresponsive and chemically defined hydrogel for long-term culture of
human embryonic stem cells. Nat Commun 4: 1335.

44. Rongvaux A, Takizawa H, Strowig T, Willinger T, Eynon EE, et al. (2013)
Human hemato-lymphoid system mice: current use and future potential for
medicine. Annu Rev Immunol 31: 635-674.

19. Xu RH, Peck RM, Li DS, Feng X, Ludwig T, et al. (2005) Basic FGF and
suppression of BMP signaling sustain undifferentiated proliferation of human
ES cells. Nat Methods 2: 185-190.

45. Rong Z, Wang M, Hu Z, Stradner M, Zhu S, et al. (2014) An effective approach
to prevent immune rejection of human ESC-derived allografts. Cell Stem Cell
14: 121-130.

20. Vallier L, Alexander M, Pedersen RA (2005) Activin/Nodal and FGF pathways
cooperate to maintain pluripotency of human embryonic stem cells. J Cell Sci
118: 4495-4509.

46. Mohsin S, Khan M, Toko H, Bailey B, Cottage CT, et al. (2012) Human cardiac
progenitor cells engineered with Pim-I kinase enhance myocardial repair. J
Am Coll Cardiol 60: 1278-1287.

21. Ludwig TE, Levenstein ME, Jones JM, Berggren WT, Mitchen ER, et al.
(2006) Derivation of human embryonic stem cells in defined conditions. Nat
Biotechnol 24: 185-187.

47. Cutler C, Multani P, Robbins D, Kim HT, Le T, et al. (2013) Prostaglandinmodulated umbilical cord blood hematopoietic stem cell transplantation.
Blood 122: 3074-3081.

22. Lu HF (2014) A defined xeno-free and feeder-free culture system for the
derivation, expansion and direct differentiation of transgene-free patientspecific induced pluripotent stem cells. Biomaterials 35: 2816-2826.

48. Christopherson KW, Hangoc G, Mantel CR, Broxmeyer HE (2004) Modulation
of hematopoietic stem cell homing and engraftment by CD26. Science 305:
1000-1003.

23. Nakagawa M, Taniguchi Y, Senda S, Takizawa N, Ichisaka T, et al. (2014) A
novel efficient feeder-free culture system for the derivation of human induced
pluripotent stem cells. Sci Rep 4: 3594.

49. Schulz TC, Young HY, Agulnick AD, Babin MJ, Baetge EE, et al. (2012)
A scalable system for production of functional pancreatic progenitors from
human embryonic stem cells. PLoS One 7: e37004.

24. Daley GQ, Hyun I, Apperley JF, Barker RA, Benvenisty N, et al. (2016) Setting
Global Standards for Stem Cell Research and Clinical Translation: The 2016
ISSCR Guidelines. Stem Cell Reports 6: 787-797.

50. Zhang D, Shadrin IY, Lam J, Xian HQ, Snodgrass HR, et al. (2013) Tissueengineered cardiac patch for advanced functional maturation of human ESCderived cardiomyocytes. Biomaterials 34: 5813-5820.

Kele et al. Int J Stem Cell Res Ther 2016, 3:041

• Page 4 of 4 •

