
Yamasaki et al. Genome Biology  (2017) 18:135 
DOI 10.1186/s13059-017-1276-1
RESEARCH HIGHLIGHT Open Access
Understanding the genetics behind
complex human disease with large-scale
iPSC collections
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Abstract

Three recent studies analyzing large-scale collections
of human induced pluripotent stem cell lines provide
valuable insight into how genetic regulatory variation
affects cellular and molecular traits.
prediction of the consequences of genetic changes on
Induced pluripotent stem cells (iPSCs) have been widely
used as an important model system for human develop-
ment and disease. They provide a potentially unlimited
cell source for regenerative medicine, as well as a system
in which to model patient-specific disease and test drug
toxicity and effectiveness [1–3]. However, individual
iPSC lines have been shown to be heterogeneous, raising
questions about the suitability of iPSCs for genetic
studies [4]. While prior studies have begun to address
these concerns, they have thus far been performed with
limited numbers of individuals, identifying only genetic
variants that exert strong effects on phenotype, such as
those underlying Mendelian traits [1–3].
Now, three recent studies have undertaken large-scale

genomic analysis of iPSCs from hundreds of individuals
(ranging between approximately 100 and 300 individ-
uals) and all iPSC lines and accompanying data are avail-
able to the scientific community [5–7]. These studies
have demonstrated that iPSCs are a valuable model
system to study the function of genetic variation. Each
has provided significant insight into the role of both rare
and recurrent single-nucleotide polymorphisms and
copy number variations (CNVs) in iPSCs and their
phenotypic consequences. Furthermore, through com-
prehensive mapping of expression quantitative trait loci
(eQTL), they illustrate the power of iPSCs to determine
* Correspondence: apanopou@nd.edu; belmonte@salk.edu
1Department of Biological Sciences, University of Notre Dame, Notre Dame,
IN 46556, USA
2Gene Expression Laboratory, Salk Institute for Biological Studies, La Jolla, CA
92037, USA

© The Author(s). 2017 Open Access This artic
International License (http://creativecommons
reproduction in any medium, provided you g
the Creative Commons license, and indicate if
(http://creativecommons.org/publicdomain/ze
the functions of genetic variants in normal human
phenotypic variation.
The combinatorial approaches utilized by each of these

three studies have the distinct benefit of being able to
correlate specific genotypes to variations in gene
expression levels and provide a resource that allows the

phenotype variation [8]. All three studies mapped eQTLs
for iPSCs, identifying regions of variation that associate
with changes in mRNA expression. They also describe
causal common variants for iPSC-specific eQTL genes,
suggesting that iPSCs have a distinct regulatory land-
scape [5–7]. DeBoever et al. [6] report CNVs eQTLs in
intergenic regions that can affect gene expression, and
Carcamo-Orive et al. [5] demonstrate that Polycomb
target genes can contribute significantly to variability,
suggesting that heterogeneity in iPSCs can also be
independent of genetics. By performing these types of
combinatorial genomic analyses on large cohorts, these
studies have provided novel insight into the functions of
genetic variants in iPSCs.
The data provided in these three large-scale studies

represent the highest resolution map of common regula-
tory variations in human iPSCs. Since Kilpinen et al. [7]
and Carcamo-Orive et al. [5] analyzed multiple iPSC
clones for each individual, they were able to demonstrate
that genetic background effects exert a larger influence
on variation in resultant iPSC lines than any other non-
genetic factor, including copy number status, culture
conditions, passage, and gender. This seems to indicate
that for systematically generated lines the majority of
iPSC heterogeneity is driven by inherent genetic vari-
ation between individuals, rather than by any effects of
culture duration or conditions, or of the reprogramming
process itself. However, Kilpinen et al. [7] also identified
recurrent genetic abnormalities in iPSC lines as well as
possible variations that may be conferring a selective ad-
vantage, and all three reports further showed that a large
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proportion of genomic variations between iPSC lines
affected genes involved in stem cell maintenance, and
the efficiency with which iPSCs differentiate [5–7]. It
is possible that this variation could affect expression
of these genes, and thus the pluripotency or dif-
ferentiation capabilities of these cells. Further studies
are needed to determine whether these genetic vari-
ants could affect the current gene-expression based
methods of evaluating iPSC pluripotency and differen-
tiation efficiency, or whether these effects are so small
that they are entirely outweighed by environmental
factors [6].

How does understanding genomic variation in
iPSCs help in the study of human disease?
The correlations between genomic variation and func-
tional consequences are of particular interest in iPSCs.
Since these cells can theoretically be differentiated into
any cell type, they allow for the analysis of specific
genomic changes that may have significantly different
effects dependent on cell type. For example, Kilpinen
et al. [7] identify a genomic variation in iPSCs that
affects the regulation of TERT expression and telomer-
ase activity, which they showed has significant effects in
pluripotent or stem-like cells, but likely exerts little
effect in differentiated cells, where TERT expression is
usually silenced. However, cancer cells reactivate
telomerase activity, meaning that this particular gen-
omic variant, and others like it, may be useful to study
diseases that affect cells only in limited states of cell
growth and differentiation [7]. DeBoever et al. [6]
showed that rare inherited variants with moderate ef-
fect can also be examined in this model system. They
found that rare single-nucleotide variants (SNVs) in
iPSC lines generally act to decrease expression of their
associated genes, but exert a much smaller effect than
rare CNVs, despite being more abundant [6]. These
rare variants were not previously detectable in studies
using smaller sample sizes. Some of these rare SNVs
and CNVs occur in disease-associated loci and were
more likely than common variants to have established
roles in disease [6], but are difficult to examine using
large-scale human cellular model approaches that
would require large numbers of difficult to obtain and/
or rare cell types. iPSCs could instead be used to gener-
ate a theoretically limitless population of cells that
could be differentiated into the relevant cell types and
used to study the effects of these rare variants on cellu-
lar phenotype and function, or combined with gene-
editing technology to determine the mechanism behind
the effects of the variant [3]. Thus, these resources are
not limited to analysis of pluripotency, but can also
serve as powerful tools for a range of questions related
to development or disease.
Conclusions and future work
Overall, these collective findings provide a valuable re-
source for understanding the genomic and phenotypic
variation in iPSCs, and the drivers of this variation that
are directly relevant to the use of these cells in
understanding disease. This work serves as an important
foundation for utilizing iPSCs to test variants identified
by genome-wide association studies, as iPSCs can be
readily used to interrogate variations that have func-
tional consequences which may be driving disease phe-
notypes [9]. In addition, predicted models for regulatory
networks can be tested using large databases of genomic
data [8]. For instance, Carcamo-Orive et al. [5] utilize
the data generated in their study to identify seven genes
that serve as key drivers for the genomic variability in
iPSCs. The use of iPSCs enables the distinct advantage
of not being limited to analysis of molecular phenotypes,
but also physiological phenotypes relevant to disease [6].
These large-scale genetic analyses can be used to dissect
complex diseases and specific drug–genotype interac-
tions [6], even in cases where variants have no effect on
the normal function of a gene product, or indeed on the
disease phenotype, but are highly relevant to the patient-
specific response to treatment [10]. For example, some
genetic variants may be unassociated with known dis-
eases, but could still have an effect on individual re-
sponses to drug treatment, such as those based on
alterations in immunological or metabolic processing
[10]. These genetic variants may be rare, only detectable
by screening hundreds or thousands of cell lines. Study
of rare variants can be advanced by utilizing iPSC data
made available by studies like these, or by generating
new lines that can be stored, cultured, and differentiated
into any relevant cell type without the need for invasive
or repeated sample collection from patients. Thus, the
knowledge gained by large-scale genomic studies of
iPSCs has broad implications that extend beyond the
stem cell field.

Abbreviations
CNV: Copy number variation; eQTL: Expression quantitative trait locus;
iPSC: Induced pluripotent stem cell; SNV: Single-nucleotide variant

Acknowledgements
We thank our colleagues at the University of Notre Dame, the Salk Institute,
and the University of California San Diego for helpful discussions.

Funding
This work was supported in part by the Indiana Clinical and Translational
Sciences Institute funded through grant #UL1 TR001108 (to ADP), a Harper
Cancer Research Institute RLAC fellowship (to AEY), and NIH (5 R01 HL123755),
G Harold and Leila Y Mathers Charitable Foundation, The Leona M and
Harry B Helmsley Charitable Trust, Universidad Católica de Murcia (to JCIB).

Authors’ contributions
All authors wrote and approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.



Yamasaki et al. Genome Biology  (2017) 18:135 Page 3 of 3
Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

References
1. Sterneckert JL, Reinhardt P, Scholer HR. Investigating human disease using

stem cell models. Nat Rev Genet. 2014;15:625–39.
2. Avior Y, Sagi I, Benvenisty N. Pluripotent stem cells in disease modelling and

drug discovery. Nat Rev Mol Cell Biol. 2016;17:170–82.
3. Hockemeyer D, Jaenisch R. Induced pluripotent stem cells meet genome

editing. Cell Stem Cell. 2016;18:573–86.
4. Lund RJ, Narva E, Lahesmaa R. Genetic and epigenetic stability of human

pluripotent stem cells. Nat Rev Genet. 2012;13:732–44.
5. Carcamo-Orive I, Hoffman GE, Cundiff P, Beckmann ND, D'Souza SL,

Knowles JW, et al. Analysis of transcriptional variability in a large human
iPSC library reveals genetic and non-genetic determinants of heterogeneity.
Cell Stem Cell. 2017;20:518–32. e9.

6. DeBoever C, Li H, Jakubosky D, Benaglio P, Reyna J, Olson KM, et al.
Large-scale profiling reveals the influence of genetic variation on gene
expression in human induced pluripotent stem cells. Cell Stem Cell.
2017;20:533–46. e7.

7. Kilpinen H, Goncalves A, Leha A, Afzal V, Alasoo K, Ashford S, et al. Common
genetic variation drives molecular heterogeneity in human iPSCs. Nature.
2017;546:370–5. Corrigendum: Nature. 2017;546:686.

8. Pai AA, Pritchard JK, Gilad Y. The genetic and mechanistic basis for variation
in gene regulation. PLoS Genet. 2015;11:e1004857.

9. Warren CR, Jaquish CE, Cowan CA. The NextGen Genetic Association Studies
Consortium: A foray into in vitro population genetics. Cell Stem Cell.
2017;20:431–3.

10. McKernan R, Watt FM. What is the point of large-scale collections of human
induced pluripotent stem cells? Nat Biotechnol. 2013;31:875–7.


	Abstract
	How does understanding genomic variation in iPSCs help in the study of human disease?
	Conclusions and future work
	Abbreviations
	Funding
	Authors’ contributions
	Competing interests
	Publisher’s Note
	References

