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Preface 3

Over the past few decades, advances in genetics and genomics have exceeded our greatest
expectations and have revolutionized the way we think about health. While genetics has been
traditionally associated with pregnancy, birth defects, and newborn screening, almost every
disease is influenced in part by an individual’s genetic make-up. Therefore, it is important to
consider the impact of genetics for any condition throughout a patient’s lifetime.

The purpose of this manual is to provide a genetics educational resource for patients and health
professionals in the New England states and to increase awareness of specialty care in genetics.
The manual opens with a basic introduction to genetic concepts followed by a description of the
different types and applications of genetic tests. We also provide information about diagnosis of
a genetic disease, family-history taking, newborn screening, and genetic counseling. We included
helpful resources to assist in patient care, patient and professional education, and specialty
genetics services in New England. At the end of each section, we provide a list of references to
use if you desire additional information. In addition, we provide a series of consumer fact sheets
to be copied and offered to patients. These take-home resources are critical to helping patients
understand some of the basic concepts and applications of genetics.

The original manual was created by Genetic Alliance with funding from the District of
Columbia Department of Health, through U.S. Department of Health and Human Services
Health Resource and Services Administration, Grant #5 H91 MC 00228-03. 

Genetic Alliance is an international coalition comprised of more than 600 advocacy, research,
and healthcare organizations that represent more than 14 million people. With a 20-year history
as a 501(c)(3) not-for-profit organization, Genetic Alliance is dedicated to improving the quality
of life for everyone who is living with a genetic condition. Strategically situated at the crossroads
of the genetics community, Genetic Alliance provides technical assistance to advocacy
organizations, builds and sustains robust information systems to empower an active and
dynamic network of stakeholders, and actively works for public policies that promote the
translation of basic research into therapies and treatments. In particular, Genetic Alliance
identifies solutions to emerging problems and works to reduce obstacles to rapid and effective
translation of research into accessible technologies and services that improve human health.

With the increasing need for current knowledge about genetics, the New England Public Health
Genetics Education Collaborative, made up of representatives from New England’s six state
public health departments, has committed to joint efforts and sharing resources in order that all
in the region will have knowledge of genetics and its effects on health—toward the goal of
improved health outcomes. A subcommittee of NERGG, Inc., the Collaborative supports the
NERGG, Inc. mission to promote health of both children and adults by increasing the
awareness of genetic concerns, the understanding of the role of genetics in healthcare, and the
availability of appropriate services. Funding for this manual was provided by the U.S.
Department of Health and Human Services, Health Resources and Services Administration,
Grant U22MC03959-03-00 for Heritable Disorders to New England Regional Genetics Group
(NERGG, Inc.). 

The manual is available online at the NERGG, Inc. website, the Genetic Alliance website, and
the individual state departments of public health websites in New England.
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Understanding the underlying concepts of human genetics and the role of genes,

behavior, and the environment will be important to appropriately collecting and

applying genetic information and technologies during clinical care. This chapter

provides some fundamental information about basic genetic concepts including

cell structure, the molecular and biochemical basis of disease, major types of

genetic disease, laws of inheritance, and the impact of genetic variation. 

Chapter 1 : Genetics 101
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Almost every human trait and disease has a genetic component,

whether inherited or by modifying the body’s response to

environmental factors such as toxins or behavioral factors such as

exercise. Understanding the underlying concepts of human genetics

and the interactive role of genes, behavior, and the environment will

be important in improving disease diagnosis and treatment. This

section presents a broad overview of concepts in basic genetics and

the molecular and biochemical basis of disease. 

1.1 Cells, Genomes, DNA and Genes
Cells are the fundamental working units of every living system. All the instructions needed to
direct their activities are contained within a DNA (deoxyribonucleic acid) sequence. DNA from
all organisms is made up of the same chemical units (base pairs) abbreviated as A, T, C, and G.
The human genome (total composition of genetic material within a cell) is packaged into larger
units known as chromosomes—physically separate molecules that range in length from about 50
million to 250 million base pairs. Human cells contain two sets of chromosomes, one set
inherited from each parent. Each cell, except sperm and eggs, contains 23 pairs of chromosomes
which consist of 22 autosomes (numbered 1 through 22) and one pair of sex chromosomes 
(XX or XY). Sperm and eggs contain half as much genetic material (in other words, only one
copy of each chromosome).

Each chromosome contains many genes, the basic physical and functional units of
heredity. Genes are specific sequences of bases that encode instructions on how to make proteins.
The DNA sequence is the particular side-by-side arrangement of bases along the DNA strand
(e.g., ATTCCGGA). Each gene has a unique DNA sequence. Genes comprise only about 29
percent of the human genome; the remainder consists of non-coding regions, whose functions
may include providing chromosomal structural integrity and regulating where, when, and in
what quantity proteins are made. The human genome is estimated to contain 20,000-25,000
genes. 

Although each cell contains a full complement of DNA, cells use genes selectively. 
For example, the genes active in a liver cell differ from genes active in a brain cell since each 
cell performs different functions and therefore requires different proteins. Different genes can
also be activated during development or in response to environmental stimuli such as an
infection or stress.

1.2 Major Types of Genetic Disease
Many, if not most, diseases have their roots in genes. Genes—through the proteins they encode
—determine how efficiently foods and chemicals are metabolized, how effectively toxins are
detoxified, and how vigorously infections are targeted. Genetic diseases can be categorized into
three major groups: single-gene, chromosomal, and multifactorial.
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Thousands of diseases are
known to be caused by changes in
the DNA sequence of single genes.
A gene can be changed (mutated) in
many ways resulting in an altered
protein product that is unable to
perform its function. The most
common gene mutation involves a
change or “misspelling” in a single
base in the DNA. Other mutations
include the loss (deletion) or gain
(duplication or insertion) of a single
or multiple bases. The altered
protein product may still retain
some function but at a reduced
capacity. In other cases, the protein
may be totally disabled by the
mutation or gain an entirely new but
damaging function. The outcome of a particular mutation depends not only on how it alters a
protein’s function but also on how vital that particular protein is to survival.

In addition, genetic diseases can be caused by larger changes in chromosomes.
Chromosomal abnormalities may be either numerical or structural. The most common type 
of chromosomal abnormality is known as aneuploidy, an abnormal number of chromosomes 
due to an extra or missing chromosome. A normal karyotype (complete chromosome set)
contains 46 chromosomes including an XX (female) or XY (male) sex chromosome pair.
Structural chromosomal abnormalities include deletions, duplications, insertions, inversions, 
or translocations of a chromosome segment. [See Appendix H for more information about
Chromosomal Abnormalities.]

Multifactorial diseases are caused by a combination of genetic, behavioral and
environmental factors. The underlying etiology of multifactorial diseases is complex and
heterogeneous. Examples of these conditions include spina bifada, diabetes, and heart disease.
While multifactorial diseases can recur in families, some mutations can be acquired throughout
an individual’s lifetime such as in cancer. All genes work in the context of environment and
behavior. Alterations in behavior or the environment, such as diet, exercise, exposure to toxic
agents, or medications can all have influences on genetic traits.

1.3 Laws of Inheritance 
The basic laws of inheritance are important in order to understand patterns of disease
transmission. Single-gene diseases are usually inherited in one of several patterns depending on
the location of the gene (for example, chromosomes 1-22 or X and Y) and whether one or two
normal copies of the gene are needed for normal protein activity. There are five basic modes of
inheritance for single-gene diseases: autosomal dominant, autosomal recessive, X-linked
dominant, X-linked recessive, and mitochondrial. 

Image Credit: U.S. Department of Energy Human Genome Program, http://www.ornl.gov/hgmis.
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Autosomal Dominant
• Individuals carrying one mutated

copy of a gene in each cell will be
affected by the disease

• Each affected person usually has one
affected parent

• Tends to occur in every generation of
an affected family

X-linked Dominant
• Females are more frequently affected

than males
• Fathers cannot pass X-linked traits to

their sons (no male-to-male
transmission)

Mitochondrial
• Only females can pass on mitochondrial

conditions to their children (maternal
inheritance)

• Both males and females can be affected
• Can appear in every generation of a family

Autosomal Recessive
• Affected individuals must carry two

mutated copies of a gene
• Parents of affected individual are

usually unaffected and each carry a
single copy of the mutated gene
(known as carriers)

• Not typically seen in every
generation. 

Genetic diseases caused by chromosomal abnormalities are generally not inherited, but usually
occur as random events during the formation of reproductive cells. Below is a sample pedigree of
each type of inheritance pattern and overview of family history patterns: 

Affected Unaffected 

X-linked Recessive
• Males are more frequently affected than females
• Families with an X-linked recessive disorder often have affected

males, but rarely affected females, in each generation
• Both parents of an affected daughter must be carriers
• Only mother must be carrier of affected son (fathers cannot

pass X-linked traits to their sons.)

Affected Unaffected 
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1.4 Genetic Variation 

All individuals are 99.9 percent the same with
respect to their DNA sequence. Differences in
the sequence of DNA among individuals are
called genetic variation. Genetic variation
explains some of the differences among people,
such as physical traits and also whether a
person has a higher or lower risk for certain
diseases. Genetic variation is referred to as
mutations or polymorphisms. While mutations
are generally associated with disease and
relatively rare, polymorphisms are more
frequent and their clinical significance is not as
straightforward. Single nucleotide
polymorphisms (SNPs) are DNA sequence
variations that occur when a single nucleotide
is altered. SNPs occur every 100 to 300 bases
along the 3-billion-base human genome. A
single individual may carry millions of SNPs. 

While some genetic variation may cause or modify disease risk, others may result in 
no increased risk or a neutral presentation. For example, genetic variants in a single gene 
account for the different blood types A, B, AB and O. Understanding the clinical significance 
of genetic variation is a complicated process because of our limited knowledge of which genes
are involved in a disease or condition, and the multiple gene-gene and gene-behavior-
environment interactions likely to be involved in complex, chronic diseases. New technologies
are enabling faster and more accurate detection of genetic variants in hundreds or thousands 
of genes in a single experiment.

Selected References
Department of Energy, Human Genome Project Education Resources. Available at
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National Library of Medicine, Genetics Home Reference–Your Guide to Understanding Genetic
Conditions. Available at http://ghr.nlm.nih.gov/

Online Mendelian Inheritance in Man. Available at
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