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 1

“CRISPR-Cas has 
been developed into 

an efficient, cost-
effective molecular 
tool that can intro-
duce precise and 
specific edits to a 

genome”.

SPECIAL TOPICS IN MODERN GENETICS 1 

Genetic research is often a slow incremental process 
that may extend our understanding of a concept 
or improve the efficiency of a genetic technology. 

More rarely, discoveries advance the field in sudden and 
profound ways. For example, studies in the early 1980s 
led to the discovery of catalytic RNAs, which transformed 
how geneticists think about RNA. Around the same time, 
the development of the polymerase chain reaction (PCR) 
provided a revolutionary tool for geneticists and other sci-
entists. Rapid and targeted DNA amplification is now indis-
pensable to genetic research and medical science. Given 
this context, one can appreciate how rare and significant 
a discovery would be that both illuminates a novel genetic 
concept as well as yields a new technology for genetics 
research and application. CRISPR-Cas is exactly that.

For over a century, scientists have studied the biologi-
cal warfare between bacteria and the viruses that infect 
them. However, in 2007, experiments confirmed that bac-
teria have a completely novel defense mechanism against 
viruses known as CRISPR-Cas. This discovery completely 
changed the scope of our understanding of how bacteria 
and viruses combat one another, and coevolve. Moreover, 
the CRISPR-Cas system has now been adapted as an incred-
ibly powerful tool for genome editing.

The ability to specifically and efficiently edit a genome has 
broad implications for research, biotechnology, and medicine. 
For decades, geneticists have used various strategies for genome 
editing with many successes, but also with 
limited efficiency and a significant invest-
ment of time and resources. CRISPR-Cas has 
been developed into an efficient, cost-effec-
tive molecular tool that can introduce pre-
cise and specific edits to a genome. It is not 
without its limitations, but it represents a 
technological leap, which we have not seen, 
arguably, since the innovation of PCR.

The discovery of CRISPR-Cas has 
impacted genetics and other related fields 
at an unprecedented pace (Figure ST 1.1). 
CRISPR-Cas is the focus of numerous pat-
ent applications and disputes, has been 
approved for use in clinical trials to treat disease, has been used 
to edit the genome of human embryos as a proof of concept 
for future medical applications, has instigated international 

discussions on its ethical use, and is most deserving of its own 
chapter in a genetics textbook.

ST 1.1  CRISPR-Cas Is an Adaptive 
Immune System in Prokaryotes

Bacteria and viruses (bacteriophages or phages) engage in 
constant biological warfare. Consequently, bacteria exhibit 

a diverse suite of defense mechanisms. 
For example, bacteria express endonucle-
ases (restriction enzymes), which cleave 
specific DNA sequences. Such restriction 
enzymes destroy foreign bacteriophage 
DNA, while the bacterium protects its own 
DNA by methylating it. As you know (from 
Chapter 20), restriction enzymes have 
been adopted by molecular biologists for 
use in recombinant DNA technology. Bac-
teria can also defend against phage attack 
by blocking phage adsorption, blocking 
phage DNA insertion, and inducing sui-
cide in infected cells to prevent the spread 

of infection to other cells. All of these defense mechanisms 
are considered innate immunity because they are not tai-
lored to a specific pathogen.

CRISPR-Cas and Genome Editing

 FIGURE ST 1.1  The number of publications returned in a 
search for “CRISPR” in PubMed by year.
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■■ Following transcription, there are several mechanisms 
that regulate gene expression, referred to as posttran-
scriptional regulation.

■■ Alternative splicing allows for a single gene to encode 
different protein isoforms with different functions.

■■ The interaction between cis-acting mRNA sequence 
elements and trans-acting RNA-binding proteins regu-
lates mRNA stability, degradation, localization, and 
translation.

■■ Noncoding RNAs may regulate gene expression 
by  targeting mRNAs for destruction or translational 
inhibition.

■■ Posttranslational modification of proteins can alter their 
activity or promote their degradation.

The regulation of gene expression in all organisms 
clearly begins at transcription. A protein-coding 
gene must first be transcribed before the mRNA 

can be translated into a functional protein. However, in 
 eukaryotes there are many opportunities for the regula-
tion of gene expression after transcription, referred to as 
 posttranscriptional regulation.

As you learned earlier in the text (see Chapter 
13), eukaryotic mRNA transcripts are processed by the 
 addition of a 5′ cap, the removal of noncoding introns, 

and the synthesis of a 3′ poly-A tail. Each of these steps 
can be regulated to control gene expression. After mature 
mRNAs are exported to the cytoplasm, they  follow 
 different paths: They may be localized to specific regions 
of the cell; they may be stabilized or degraded; or they 
may be translated robustly or stored for translation at 
a later time. Even after translation, protein activity, 
localization, and  stability can be altered through cova-
lent protein  modifications. These and other eukaryotic 
 posttranscriptional regulatory mechanisms are summa-
rized in Figure 18.1.

Whereas the regulation of transcription depends 
on transcription factors and DNA regulatory elements 
(see Chapter 17), many posttranscriptional mechanisms 
involve RNA-level regulation. Moreover, posttranscrip-
tional  regulation is not only centered on RNA, but, in 
some cases, is regulated by RNA. Noncoding RNAs play 
 important roles in the regulation of eukaryotic gene 
expression.

In this chapter, we will explore several important 
mechanisms and themes of eukaryotic posttranscrip-
tional regulation. As you read on, keep in mind that while 
 scientists have learned a great deal about how genes are 
regulated at the posttranscriptional level, there are still 
many unanswered questions for the curious student to 
ponder.

18 

Posttranscriptional 
Regulation in Eukaryotes

Crystal structure of human 
Argonaute2 protein interacting 
with “guide” RNA. Argonaute2 

plays an important role in 
 mediating a  posttranscriptional 

RNA-induced silencing pathway.
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433

C H A P T E R  C O N C E P T S

■■ Genomes may be altered without changing the DNA 
sequence by several epigenetic mechanisms that 
include DNA methylation and demethylation, histone 
modifications, and the action of noncoding RNA 
molecules.

■■ The epigenome represents a specific pattern of 
epigenetic modifications present in a cell at a given 
time. Over its lifetime, a cell will have only one genome 
but will exist in many epigenomic states.

■■ Combinations of covalent histone modifications control 
the transcriptional status of chromatin regions, either 
activating or silencing genes. The patterns of histone 
modification that regulate gene expression are referred 
to as the histone code.

■■ Epigenetic mechanisms can limit transcriptional activity 
to only one parental allele in a parent-specific pattern 
called imprinting, or act at random in a wide array 
of autosomal genes, called monoallelic epigenetic 
expression.

■■ Abnormalities of DNA methylation patterns are a 
hallmark of cancer. Hypomethylation (undermethylation) 
activates many genes that are normally inactive, including 
oncogenes, which trigger uncontrolled cell division. 
Hypermethylation (overmethylation) of other genome 
regions facilitates chromatin remodeling, chromosome 
rearrangements, and changes in chromosome number. 
In addition to changes in DNA methylation, cancers also 
exhibit disruptions in the patterns of covalent histone 
modifications.

■■ Epigenetic changes to the genome are reversible, and 
therefore, the enzymes involved in adding or removing 
chemical groups on DNA and histones are the focus of 
new methods of chemotherapy.

■■ The epigenomic state of cells mediates the interaction 
between the external environment and the genome. 
These environmental cues can be physical or behavioral, 
and some of the new patterns of gene expression result 
in changes in heritable traits.

I n previous chapters we established that gene expression 
in eukaryotes can be regulated both transcriptionally  
 (Chapter 17) and posttranscriptionally (Chapter 18). 

However, as we have learned more about genome organiza-
tion and the regulation of gene expression, it is clear that clas-
sical regulatory mechanisms cannot fully explain how some 
phenotypes arise. For example, monozygotic twins have 
identical genotypes but often have different phenotypes. In 
other instances, although one allele of each gene is inherited 
maternally and one is inherited paternally, only the maternal 
or paternal allele is expressed, while the other remains tran-
scriptionally silent. Investigations of such phenomena have 
led to the emerging field of epigenetics, which is providing 
us with a molecular basis for understanding how heritable 
genomic alterations other than those encoded in the DNA 
sequence can influence phenotypic variation (Figure 19.1).

19 

Epigenetic Regulation 
of Gene Expression

In toadflax, the shape of individual flowers changes 
from bilateral symmetry (photo on the left) to  

radial symmetry (photo on the right) in a naturally 
occurring, heritable gene silencing epimutation 

associated with the methylation of a single gene. There 
is no alteration of the DNA sequence at this locus.
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With the rapid growth of our understanding of genetics and the ongoing 
introduction of powerful tools that can edit genes and genomes, it’s important 
to encourage students to confront ethical issues and consider questions that arise 
in the study of genetics.

and Ethical Considerations

NEW! Genetics, Ethics, 
and Society essays 
appear in many chapters. 
Each one provides a 
synopsis of an ethical issue, 
related to chapter content, 
that impacts society today. 
Each includes a section 
called Your Turn, directing 
students to resources 
to help them explore 
the issue and answer 
questions.

NEW and REVISED! Case Studies 
conclude each chapter, introducing a short 
vignette of an everyday genetics-related 
situation and posing several discussion 
questions, including one focusing on ethics.
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From a genetic standpoint, an interesting aspect of 
FXS is the instability of the CGG repeats. An individual 
with 6 to 54 repeats transmits a gene containing the same 
number of copies to his or her offspring. However, carrier 
individuals with 55 to 230 repeats, though not at risk to 
develop the syndrome, may transmit to their offspring a 
gene with an increased number of repeats. The number 
of repeats increases in future generations, demonstrating 
the phenomenon known as genetic anticipation. Once 
the threshold of 230 repeats is exceeded, retardation 
becomes more severe in each successive generation as the 
number of trinucleotide repeats increases. Interestingly, 
expansion from the carrier status (55 to 230 repeats) to 
the syndrome status (over 230 repeats) occurs only dur-
ing the transmission of the gene by the maternal parent, 
not by the paternal parent. Thus, a “carrier” male may 
transmit a stable chromosome to his daughter, who may 
subsequently transmit an unstable chromosome with 
an increased number of repeats to her offspring. Their 
grandfather was the source of the original chromosome.

The Link between Fragile Sites and Cancer
While the study of the FXS first brought unstable chromo-
some regions to the attention of geneticists, a link between 
an autosomal fragile site and lung cancer was reported in 
1996 by Carlo Croce, Kay Huebner, and their colleagues. 
They demonstrated that a gene, FHIT (standing for fragile 
histidine triad), located within the well-defined fragile site 
designated as FRA3B on the p arm of chromosome 3, is often 
altered or missing in cells taken from tumors of individuals 
with lung cancer. More extensive studies have revealed that 
the normal protein product of this gene is absent in cells 
of many other cancers, including those of the esophagus, 
breast, cervix, liver, kidney, pancreas, colon, and stomach. 
Genes such as FHIT that are located within fragile regions 
undoubtedly have an increased susceptibility to mutations 
and deletions.

The study of this and still other fragile sites is but one 
example of how chromosomal abnormalities of many sorts 
are linked to cancer. We will return to this discussion in 
Chapter 24.

G E N E T I C S ,  E T H I C S ,  A N D  S O C I E T Y

Down Syndrome and Prenatal Testing—The New Eugenics?

Down syndrome is the most 
common chromosomal abnor-
mality seen in newborn babies. 

Prenatal diagnostic tests for Down syn-
drome have been available for decades, 
especially to older pregnant women who 
have an increased risk of bearing a child 
with Down syndrome. Scientists estimate 
that there is an abortion rate of about 
30 percent for fetuses that test positive for 
Down syndrome in the United States, and 
rates of up to 85 percent in other parts of 
the world, such as Taiwan and France.

Many people agree that it is mor-
ally acceptable to prevent the birth of 
a genetically abnormal fetus. However, 
many others argue that prenatal genetic 
testing, with the goal of eliminating con-
genital disorders, is unethical. In addi-
tion, some argue that prenatal genetic 

testing followed by selective abortion is 
eugenic. How does eugenics apply, if at 
all, to screening for Down syndrome and 
other human genetic defects?

The term eugenics was first defined 
by Francis Galton in 1883 as “the sci-
ence which deals with all influences that 
improve the inborn qualities of a race; 
also with those that develop them to 
the utmost advantage.” Galton believed 
that human traits such as intelligence 
and personality were hereditary and that 
humans could selectively mate with each 
other to create gifted groups of people—
analogous to the creation of purebred 
dogs with specific traits. Galton did 
not propose coercion but thought that 
people would voluntarily select mates in 
order to enhance particular genetic out-
comes for their offspring.

In the early to mid-twentieth century, 
countries throughout the world adopted 
eugenic policies with the aim of enhanc-
ing desirable human traits (positive 
eugenics) and eliminating undesirable 
ones (negative eugenics). Many coun-
tries, including Britain, Canada, and the 
United States, enacted compulsory steril-
ization programs for the “feebleminded,” 
mentally ill, and criminals. The eugenic 
policies of Nazi Germany were particu-
larly infamous, resulting in forced human 
genetic experimentation and the slaugh-
ter of tens of thousands of disabled 
people. The eugenics movement was dis-
credited after World War II, and the evils 
perpetuated in its name have tainted the 
term eugenics ever since.

Given the history of the eugen-
ics movement, is it fair to use the term 

(continued)

M08_KLUG4718_12_SE_C08.indd   191 11/24/17   4:22 PM

192 PART 1 GENES, CHROMOSOMES, AND HEREDITY

Genetics, Ethics, and Society, continued

C A S E  S T U D Y  Fish tales

Controlling the overgrowth of invasive aquatic vegetation 
is a significant problem in the waterways of most U.S. 
states. Originally, herbicides and dredging were used for 

control, but in 1963, diploid Asian carp were introduced in Ala-
bama and Arkansas. Unfortunately, through escapes and illegal 
introductions, the carp spread rapidly and became serious threats 
to aquatic ecosystems in 45 states. Beginning in 1983, many 
states began using triploid, sterile grass carp as an alternative, 
because of their inability to reproduce, their longevity, and their 
voracious appetite. On the other hand, this genetically modified 
exotic species, if not used properly, can reduce or eliminate desir-
able plants and outcompete native fish, causing more damage 
than good. The use of one exotic species to control other exotic 
species has had a problematic history across the globe, generat-
ing controversy and criticism. Newer methods for genetic modi-
fication of organisms to achieve specific outcomes will certainly 

become more common in the future and raise several interesting 
questions.

1. Why would the creation and use of a tetraploid carp species be 
unacceptable in the above situation?

2. If you were a state official in charge of a particular waterway, 
what questions would you ask before approving the use of a 
laboratory-produced, triploid species in this waterway?

3. What ethical responsibilities accompany the ecological and 
economic risks and benefits of releasing exotic species into 
the environment? Who pays the costs if ecosystems and food 
supplies are damaged?

See Seastedt, T. R. (2015). Biological control of invasive plant 
species: A reassessment for the Anthropocene. New Phytologist 
205:490–502.

eugenics when we speak about genetic 
testing for Down syndrome and other 
genetic disorders? Some people argue 
that it is not eugenic to select for healthy 
children because there is no coercion, 
the state is not involved, and the goal is 
the elimination of suffering. Others point 
out that such voluntary actions still 
constitute eugenics, since they involve 
a form of bioengineering for “better” 
human beings.

Now that we are entering an era of 
unprecedented knowledge about our 
genomes and our predisposition to 
genetic disorders, we must make deci-
sions about whether our attempts to 
control or improve human genomes 
are ethical and what limits we should 
place on these efforts. The story of the 
eugenics movement provides us with 

a powerful cautionary tale about the 
potential misuses of genetic information.

Your Turn

T ake time, individually or in groups, 
to consider the following questions. 
Investigate the references and links 

to help you discuss some of the ethical 
issues surrounding genetic testing and 
eugenics.

1. Do you think that modern prenatal 
and preimplantation genetic test-
ing followed by selective abortion is 
eugenic? Why or why not?

For background on these questions, see 
McCabe, L., and McCabe, E. (2011). 
Down syndrome: Coercion and eugenics. 
Genet. Med. 13:708–710. Another useful 

discussion can be found in Wilkinson, S., 
(2015). Prenatal screening, reproduc-
tive choice, and public health. Bioethics 
29:26–35.

2. If genetic technologies were more 
advanced than today, and you could 
choose the traits of your children, 
would you take advantage of that 
option? Which traits would you 
choose—height, weight, intellectual 
abilities, athleticism, artistic talents? 
If so, would this be eugenic? Would it 
be ethical?

To read about similar questions answered 
by groups of Swiss law and medical stu-
dents, read Elger, B., and Harding, T., 
(2003). Huntington’s disease: Do future 
physicians and lawyers think eugenically? 
Clin. Genet. 64:327–338.

can be particularly important as a source of amplified or new 
genes.

5. Inversions and translocations may initially cause little or no loss 
of genetic information or deleterious effects. However, heterozy-
gous combinations of the involved chromosome segments may 
result in genetically abnormal gametes following meiosis, with 
lethality or inviability often ensuing.

6. Fragile sites in human mitotic chromosomes have sparked 
research interest because one such site on the X chromosome is 
associated with the most common form of inherited mental retar-
dation, while other autosomal sites have been linked to various 
forms of cancer.

1. Alterations of the precise diploid content of chromosomes 
are referred to as chromosomal aberrations or chromosomal 
mutations.

2. Studies of monosomic and trisomic disorders are increasing our 
understanding of the delicate genetic balance that is essential for 
normal development.

3. When more than two haploid sets of chromosomes are present, 
these may be derived from the same or different species, the basis 
of autopolyploidy and allotetraploidy, respectively.

4. Deletions or duplications of segments of a gene or a chromosome 
may be the source of mutant phenotypes, such as cri du chat syn-
drome in humans and Bar eyes in Drosophila, while duplications 

Summary Points Mastering Genetics For activities, animations, 
and review quizzes, go to the Study Area.
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Mastering™ Genetics helps students master key genetics concepts while 
reinforcing problem-solving skills with hints and feedback specific to their 
misconceptions. Mastering Genetics includes content and tools for before, during, 
and after class. Learn more at www.pearson.com/mastering/genetics

Learn Genetics Concepts  
and Problem Solving

NEW! Dynamic Study Modules 
personalize each student’s learning experience. 
Available for assignments or for self-study, 
these chapter-based modules help prepare 
students for in-class discussions, problem 
solving, or active learning. A mobile app is 
available for iOS and Android devices.

Learning Catalytics is a ”bring your 
own device” (smartphone, tablet, or laptop) 
assessment and active classroom system that 
helps engage students. Instructors can create 
their own questions, draw from community 
content, or access Pearson’s library of question 
clusters.
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with Mastering Genetics

Tutorials and activities feature personal-
ized wrong-answer feedback and hints 
that emulate the office-hour experience 
to guide student learning. New tutorials 
include coverage of topics like CRISPR-Cas.

100 Practice Problems offer more 
opportunities to develop problem-solving 
skills. These questions appear only in Mastering 
Genetics and include targeted wrong-answer 
feedback to help students learn.
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Access the text anytime, 
anywhere with Pearson eText

NEW! Pearson eText is built to adapt 
to any device readers are using—
smartphone, tablet, or computer.

• Accessible (screen-reader ready)
• Configurable reading settings, including  

resizable type and night reading mode 
• Seamlessly integrated animations
• Instructor and student note-taking,  

highlighting, bookmarking, and search

Pearson eText Mobile App offers offline access 
and can be downloaded for most iOS and 
Android phones/tablets from the Apple App 
Store or Google Play.
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