
Editorial Open Access

Parsons, J Clin Exp Cardiolog 2012, 3:12 
DOI: 10.4172/2155-9880.1000e116

Volume 3 • Issue 12 • 1000e116
J Clin Exp Cardiolog

ISSN:2155-9880 JCEC, an open access journal 

*Corresponding author: Xuejun H. Parsons, Associate Professor of Regenerative 
Medicine, San Diego Regenerative Medicine Institute, San Diego, CA 92109, USA, 
Tel: 858-274-1621; Fax: 858-581-3213; E-mail: parsons@SDRM0I.org

Received November 21, 2012; Accepted November 22, 2012; Published 
November 23, 2012

Citation: Parsons XH (2012) Mending the Broken Heart--Towards Clinical 
Application of Human Embryonic Stem Cell Therapy Derivatives. J Clin Exp 
Cardiolog 3:e116. doi:10.4172/2155-9880.1000e116

Copyright: © 2012 Parsons XH. This is an open-access article distributed under 
the terms of the Creative Commons Attribution License, which permits unrestricted 
use, distribution, and reproduction in any medium, provided the original author and 
source are credited.

Mending the Broken Heart--Towards Clinical Application of Human 
Embryonic Stem Cell Therapy Derivatives
Xuejun H. Parsons*

San Diego Regenerative Medicine Institute, San Diego, USA
Xcelthera, San Diego, USA

Cardiovascular disease (CVD) is a major health problem and the 
leading cause of death in the Western world. In the United States, 
around 5 million survive heart failure but live with insufficient cardiac 
function, and about 550,000 new cases are diagnosed annually. Heart 
attacks, known as myocardial infarction (MI), are the main cause of 
death in patients with CVD. Around 1/3 of the patients suffering from 
heart attacks each year die suddenly before reaching the hospital. In the 
remaining patients who survive their initial acute event, the damage 
sustained by the heart may eventually develop into heart failure, with 
an estimated median survival of 1.7 years in men and 3.2 years in 
women. 

In the adult heart, the mature contracting cardiac muscle cells, 
known as cardiomyocytes, are terminally differentiated and unable 
to regenerate. To date, the lack of a suitable human cardiomyocyte 
source with adequate myocardium regenerative potential has been 
the major setback in regenerating the damaged human heart, either 
by endogenous cells or by cell-based transplantation or cardiac tissue 
engineering [1,2]. Damaged or diseased cardiomyocytes are removed 
largely by macrophages and replaced by scar tissue. Although cell 
populations expressing stem/progenitor cell markers have been 
identified in the adult hearts, the minuscule quantities and growing 
evidences indicating that they are not genuine heart cells have caused 
skepticism if they can potentially be harnessed for cardiac repair [1,2]. 
There is no evidence that stem/precursor/progenitor cells derived 
from other sources, such as bone marrow, cord blood, umbilical cord, 
mesenchymal stem cells, patients’ heart tissue, or fat tissue, are able to 
give rise to the contractile heart muscle cells following transplantation 
into the heart [1,2]. Recently, reprogrammed or trans-differentiated 
adult cells, which can be traced back to 80th, have been rekindled as 
alternatives. However, adult cell-reprogrammed or trans-differentiated 
cells not only have the same problems of adult cells, such as accelerated 
aging, immune rejection, and not graftable, but also have additional 
problems of extremely low efficiencies (<0.5%) to reprogram or trans-
differentiate as well as abnormality, therefore, they are not useful 
for cell therapy in clinics. So far, the need to regenerate or repair the 
damaged heart muscle, known as myocardium, has not been met in 
today’s healthcare industry [1-3]. Heart transplantation with the donor 
organ has been the only definitive treatment for end-stage heart failure. 
For millions living with the damaged heart, there is no alternative 
definitive treatment available at present time. For patients who need 
heart transplantation, there is an acute shortage of donor organs. Many 
patients die while waiting on the shortlist.

Pluripotent human embryonic stem cells (hESCs), derived from 
the inner cell mass (ICM) or epiblast of human blastocyst, proffer 
unique revenue to generate a large supply of cardiac lineage-committed 
stem/precursor/progenitor cells as well as functional cardiomyocytes 
as adequate human myocardial grafts for cell-based therapy [3]. Due 
to the prevalence of CVD worldwide and acute shortage of donor 
organs or adequate human myocardial grafts, there is intense interest 
in developing hESC-based therapy for heart disease and failure. The 
hESCs and their derivatives are considerably less immunogenic 

than adult tissues [1-3]. It is also possible to bank large numbers of 
human leukocyte antigen isotyped hESC lines so as to improve the 
likelihood of a close match to a particular patient in order to improve 
the engraftment and survival efficiency, and minimize the potential 
risk and side-effect of immune rejection following transplantation [1-
3]. However, in order to generate a large supply of uniform functional 
cells as the cell therapy product targeting for a particular disease, how 
to channel the wide differentiation potential of pluripotent hESCs 
efficiently and predictably to a desired lineage has been a major 
challenge for clinical translation of the therapeutic potential of hESC 
derivatives. In addition, most currently available hESC lines were 
derived and maintained on animal feeder cells and proteins; therefore, 
such hESCs have been contaminated with animal biologics and cannot 
be used for patients in clinics [3]. In hESC-differentiating multi-lineage 
aggregates, such as embryoid bodies (EBs), only a very small fraction 
of cells (<4 %) spontaneously differentiate into cardiomyocytes [1,2]. 
Immune-selection has been used to isolate and enrich populations of 
immature cardiomyocytes from hESC-differentiating EBs [1-3]. Such 
enriched hESC-derived immature cardiomyocytes could generate 
small grafts and function as the biological pacemaker in animal 
infarcted models [4]. Although such hESC-derived cardiomyocytes can 
partially remuscularize the injured heart and attenuate the progression 
of heart failure in animal models of acute myocardial infarction, 
the grafts generated by cell transplantation have been small and 
insufficient to restore heart function or to alter adverse remodeling of 
chronic infarcted models following transplantation [5-7]. Functional 
enhancement in preclinical animal models by such hESC-derived 
cardiomyocytes through conventional multi-lineage germ-layer 
induction strategies has been limited to mid-term at most, equivalent 
to perhaps a few months in humans, and there is no evidence that the 
underlying mechanism depends on the contractile properties of the 
transplanted human cells [1-7].

To tackle the shortcomings in conventional approaches, we have 
resolved the elements of a defined culture system necessary and 
sufficient for sustaining the epiblast pluripotence of hESCs, serving 
as a platform for de novo derivation of animal-free therapeutically-
suitable hESCs and effectively directing such hESCs uniformly towards 
clinically-relevant lineages for clinical translation [3,8-13]. To achieve 
uniformly conversion of pluripotent hESCs to a specific lineage, 
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we have employed the defined culture system capable of insuring 
hESC proliferation to screen a variety of small molecules to identify 
conditions necessary for directing hESCs exclusively towards a lineage-
specific fate without an intervening multi-lineage differentiation stage. 
We found that pluripotent hESCs maintained under the defined culture 
conditions can be uniformly converted into a specific neural or cardiac 
lineage by small molecule induction [3,8-13]. Our breakthroughs have 
overcome some major obstacles in bringing hESC therapy to clinics, 
enabling de novo derivation of clinical-grade cGMP compatible stable 
hESC lines from human blastocysts that have never been contaminated 
by animal cells and proteins, and direct conversion of such pluripotent 
hESCs into a large supply of clinical-grade functional human cardiac 
precursors and cardiomyocytes to be translated to patients for mending 
the damaged heart. Our novel approach of hESC cardiac lineage-specific 
differentiation direct from the pluripotent stage using small molecule 
induction is a major milestone towards clinical application of hESC 
therapy derivatives, offering the benefits in efficiency, stability, safety, 
and scale-up production of clinical-grade hESC therapy products in 
cGMP facility over current multi-lineage differentiation strategies 
[11-13]. The heart is the first organ formed from the cells of the ICM/
epiblast of the blastocyst in early embryogenesis. The hESC-derived 
embryonic heart cells resemble the heart cells in human development; 
therefore, they have the powerful potential to form human contractile 
heart muscle as well as the cardiovascular structure with intact 3D 
geometry and vasculature of the whole heart. The availability of a large 
supply of clinically-grade human myocardial grafts in high purity and 
large quantity with adequate potential to mend the damaged heart will 
accelerate the development of safe and effective cell-based therapy for 
heart disease and failure that affect millions of survivors and currently 
have no cure. It makes heart disease and failure possible to be the 
first major health problem to be resolved by clinical translation of the 
advances of hESC research.

References

1. Zhu WZ, Hauch KD, Xu C, Laflamme MA (2009) Human embryonic stem cells 
and cardiac repair. Transplant Rev 23: 53-68.

2. Passier R, van Laake LW, Mummery CL (2008) Stem-cell-based therapy and 
lessons from the heart. Nature 453: 322-329.

3. Parsons XH, Teng YD, Moore DA, Snyder EY (2011) Patents on technologies 
of human tissue and organ regeneration from pluripotent human embryonic 
stem cells. Recent Patents on Regenerative Medicine 1: 142-163.

4. Kehat I, Khimovich L, Caspi O, Gepstein A, Shofti R, et al. (2004) 
Electromechanical integration of cardiomyocytes derived from human 
embryonic stem cells. Nat Biotechnol 22: 1282-1289.

5. Laflamme MA, Chen KY, Naumova AV, Muskheli V, Fugate JA, et al. (2007) 
Cardiomyocytes derived from human embryonic stem cells in pro-survival 
factors enhance function of infarcted rat hearts. Nat Biotechnol 25: 1015-1024. 

6. Caspi O, Huber I, Kehat I, Habib M, Arbel G, et al. (2007) Transplantation 
of human embryonic stem cell-derived cardiomyocytes improves myocardial 
performance in infarcted rat hearts. J Am Coll Cardiol 50: 1884-1893. 

7. Fernandes S, Naumova AV, Zhu WZ, Laflamme MA, Gold J, et al. (2010) 
Human embryonic stem cell-derived cardiomyocytes engraft but do not alter 
cardiac remodeling after chronic infarction in rats. J Mol Cell Cardiol 49: 941-
949.

8. Parsons XH. (2012) The dynamics of global chromatin remodeling are pivotal 
for tracking the normal pluripotency of human embryonic stem cells. Anatom 
Physiol S3:002. 

9. Parsons XH, Teng YD, Parsons JF, Snyder EY, Smotrich DB, et al. (2011) 
Efficient derivation of human neuronal progenitors and neurons from pluripotent 
human embryonic stem cells with small molecule induction. J Vis Exp 56: 
e3273. 

10. Parsons XH (2012) An engraftable human embryonic stem cell neuronal 
lineage-specific derivative retains embryonic chromatin plasticity for scale-up 
CNS regeneration. J Reg Med & Tissue Eng 1: 1-12. 

11. Parsons XH, Teng YD, Parsons JF, Snyder EY, Smotrich DB, et al. (2011) 
Efficient derivation of human cardiac precursors and cardiomyocytes from 
pluripotent human embryonic stem cells with small molecule induction. J Vis 
Exp 57: e3274.

12. Parsons XH (2012) MicroRNA profiling reveals distinct mechanisms governing 
cardiac and neural lineage-specification of pluripotent human embryonic stem 
cells. J Stem Cell Res Ther 2: 124. 

13. Parsons JF, Smotrich DB, Gonzalez R, Snyder EY, Moore DA, et al. (2012) 
Defining conditions for sustaining epiblast pluripotence enables direct induction 
of clinically-suitable human myocardial grafts from biologics-free human 
embryonic stem cells. J Clin Exp Cardiolog S9: 001.

http://www.ncbi.nlm.nih.gov/pubmed/18657407
http://www.ncbi.nlm.nih.gov/pubmed/18657407
http://www.ncbi.nlm.nih.gov/pubmed/18480813
http://www.ncbi.nlm.nih.gov/pubmed/18480813
http://www.benthamdirect.org/pages/b_viewarticle.php?articleID=3166239
http://www.benthamdirect.org/pages/b_viewarticle.php?articleID=3166239
http://www.benthamdirect.org/pages/b_viewarticle.php?articleID=3166239
http://www.ncbi.nlm.nih.gov/pubmed/15448703
http://www.ncbi.nlm.nih.gov/pubmed/15448703
http://www.ncbi.nlm.nih.gov/pubmed/15448703
http://www.ncbi.nlm.nih.gov/pubmed/17721512
http://www.ncbi.nlm.nih.gov/pubmed/17721512
http://www.ncbi.nlm.nih.gov/pubmed/17721512
http://www.ncbi.nlm.nih.gov/pubmed/17980256
http://www.ncbi.nlm.nih.gov/pubmed/17980256
http://www.ncbi.nlm.nih.gov/pubmed/17980256
http://www.ncbi.nlm.nih.gov/pubmed/20854826
http://www.ncbi.nlm.nih.gov/pubmed/20854826
http://www.ncbi.nlm.nih.gov/pubmed/20854826
http://www.ncbi.nlm.nih.gov/pubmed/20854826
http://www.ncbi.nlm.nih.gov/pubmed/22064669
http://www.ncbi.nlm.nih.gov/pubmed/22064669
http://www.ncbi.nlm.nih.gov/pubmed/22064669
http://www.ncbi.nlm.nih.gov/pubmed/22064669
http://www.hoajonline.com/jrmte/2050-1218/1/3
http://www.hoajonline.com/jrmte/2050-1218/1/3
http://www.hoajonline.com/jrmte/2050-1218/1/3
http://www.omicsonline.org/2157-7633/pdfdownload.php?download=2157-7633-2-124.pdf&&aid=7524
http://www.omicsonline.org/2157-7633/pdfdownload.php?download=2157-7633-2-124.pdf&&aid=7524
http://www.omicsonline.org/2157-7633/pdfdownload.php?download=2157-7633-2-124.pdf&&aid=7524
http://www.ncbi.nlm.nih.gov/pubmed/22905333
http://www.ncbi.nlm.nih.gov/pubmed/22905333
http://www.ncbi.nlm.nih.gov/pubmed/22905333
http://www.ncbi.nlm.nih.gov/pubmed/22905333

	Title
	Corresponding author
	References 



