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AUTOSOMAL TRISOMY OF GROUP

AUTOSOMAL TRISOMY OF GROUP G

Primary Disciplinary Field(s): Genetics, Cytogenetics, Developmental Biology, Clinical
Psychology

1. Core Definition and Cytogenetic Classification

The term Autosomal Trisomy of Group G refers to a specific genetic anomaly characterized by
the presence of an extra copy of one of the smallest human autosomes, specifically those
belonging to the G classification group. This group traditionally encompasses human
chromosomes 21 and 22. In standard human somatic cells, chromosomes exist in homologous
pairs (diploid state, 2n=46). A trisomy occurs when there are three copies of a particular
chromosome instead of the normal two, leading to a total chromosome count of 47. The condition
is categorized as an autosomal anomaly because the affected chromosomes are autosomes (non-
sex chromosomes). While trisomies can occur for any chromosome, trisomy involving Group G
chromosomes, particularly Trisomy 21, is the most common viable numerical chromosomal
aberration in humans and is directly responsible for the clinical presentation known as Down
Syndrome. Trisomies involving other autosomes are often lethal, highlighting the unique clinical
significance of Group G trisomies.

Cytogenetically, chromosomes are grouped and classified based on size, banding patterns, and
centromere location, a system often referred to as the Denver classification system or subsequent
refinements. Group G chromosomes (21 and 22) are acrocentric, meaning their centromeres are
located very near one end, giving them distinctive short p-arms and long g-arms. These
chromosomes are also characterized by having stalks and satellites on their p-arms, containing
genes for ribosomal RNA (rRNA). The imbalance created by the additional genetic material carried
on the third copy profoundly disrupts normal cellular development and gene dosage regulation
throughout embryogenesis and subsequent development, leading to a complex array of intellectual
and physical impairments. The severity and specific phenotype are linked directly to which
chromosome is trisomic--Trisomy 21 having a distinct, identifiable syndrome, while Trisomy 22
often results in severe, early-onset morbidity or prenatal death.

It is crucial to differentiate between full trisomy, where every cell in the body carries the extra
chromosome, and mosaic trisomy, where only a subset of cells possesses the anomaly.
Furthermore, Group G trisomies can sometimes arise not from a complete extra chromosome, but
from a translocation event, such as a Robertsonian translocation, where the extra material is
attached to another chromosome (often chromosome 14, 13, or another G group chromosome).
While technically still resulting in functional trisomy for the genetic material of chromosome 21 or
22, the inheritance pattern and recurrence risk differ significantly from those associated with
simple, non-disjunctional full trisomy, necessitating precise cytogenetic diagnosis for genetic
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counseling purposes.

2. Genetic Mechanism: Non-Disjunction

The vast majority of Autosomal Trisomies of Group G arise from a failure in the normal process of
cell division called non-disjunction. Non-disjunction refers to the event during meiosis (the cell

division that produces gametes--sperm and eggs) where homologous chromosomes (Meiosis |) or
sister chromatids (Meiosis Il) fail to separate properly. This leads to the formation of gametes that
are aneuploid, meaning they contain an abnormal number of chromosomes. If a gamete (either the
sperm or the egg) possesses two copies of chromosome 21 or 22 instead of one, and fuses with a
normal gamete, the resulting zygote will have three copies of that chromosome, leading to trisomy.

Statistical and molecular analyses have demonstrated that non-disjunction leading to Trisomy 21
occurs predominantly during maternal meiosis | (approximately 70-80% of cases). Errors in
paternal meiosis or maternal meiosis Il account for the remaining percentage. The exact biological
cause of this meiotic error is complex, but it is often attributed to premature separation of sister
chromatids, defects in recombination (the process of exchanging genetic material between
homologous chromosomes), or age-related decay in the meiotic machinery within the oocytes.
Since female meiosis begins prenatally and is arrested for decades until ovulation, the prolonged
suspension may contribute to the increased likelihood of error as the mother ages, making
advanced maternal age the single most significant risk factor for Group G trisomies.

The outcome of non-disjunction can also be influenced by whether the error occurs during mitosis
(post-zygotically) rather than meiosis. Mitotic non-disjunction results in mosaicism, where the
individual possesses two or more cell lines: one normal (diploid) and one trisomic. Mosaicism
typically leads to a less severe phenotype because the presence of normal cells can partially
compensate for the genetic imbalance in the trisomic cells. The proportion and distribution of the
normal versus trisomic cell lines are highly variable and dictate the clinical severity. Therefore,
understanding the precise timing and location of the non-disjunctional event--meiotic vs. mitotic,
and Meiosis | vs. Meiosis Il--is crucial for predicting the clinical course and recurrence risk for
future pregnancies.

3. Clinical Manifestation: Trisomy 21 (Down Syndrome)

The most significant and clinically prevalent outcome of Autosomal Trisomy of Group G is Trisomy
21, which results in Down Syndrome (DS). Named after John Langdon Down, who first described
the condition in 1866, DS is the most common genetic cause of intellectual disability. Trisomy 21
occurs in approximately 1 in every 700 live births globally. The extra chromosome 21, though
small, carries hundreds of genes, and the resulting overexpression (gene dosage effect) affects
virtually every organ system, leading to a recognizable constellation of features.
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The characteristic physical features associated with Trisomy 21 include a flat facial profile, upward
slanting eyes (palpebral fissures), a single deep crease across the palm of the hand (simian
crease), and relatively short stature. However, the most profound effects are typically cognitive,
involving intellectual disability that ranges from mild to moderate. Furthermore, individuals with
Down Syndrome face increased risks for numerous medical conditions, demanding
comprehensive, multidisciplinary clinical management. These associated health risks include
congenital heart defects (e.g., Atrioventricular Septal Defect), gastrointestinal anomalies, hearing
and vision impairment, increased susceptibility to infections, and a significantly elevated risk for
developing certain hematological malignancies, such as acute lymphoblastic leukemia.

In addition to physical and cognitive challenges, individuals with Trisomy 21 experience
accelerated aging processes, leading to an earlier onset of conditions typically associated with old
age. Neuropathologically, virtually all individuals with Down Syndrome who survive into middle age
develop brain pathology indistinguishable from Alzheimer's disease, including the widespread
accumulation of amyloid plaques and neurofibrillary tangles. This is hypothesized to be related to
the location of the Amyloid Precursor Protein (APP) gene on chromosome 21, meaning three
copies of this gene lead to its overexpression and subsequent early amyloid accumulation.
Therefore, medical management for Down Syndrome must evolve over the lifespan, transitioning
from addressing pediatric cardiac and developmental issues to managing adult-onset endocrine,
orthopedic, and neurological decline.

4. Rarity and Consequences of Trisomy 22

While Trisomy 21 is a relatively common viable aneuploidy, full Trisomy 22 is extremely rare in live
births and is typically associated with severe, often lethal outcomes. Chromosome 22 is slightly
larger than chromosome 21, and the imbalance caused by three copies of its gene set is generally
incompatible with full prenatal development. Most conceptuses with Trisomy 22 result in
spontaneous miscarriage, usually in the first trimester. This high rate of lethality underscores the
sensitive nature of the human genome and the precise requirements for gene dosage, especially
concerning the genetic content of the larger autosomes.

When live births of individuals with full Trisomy 22 do occur, they are usually associated with
profound developmental delay and multiple severe congenital abnormalities, including complex
cardiac malformations, microcephaly, cleft palate, and genital defects. Survival beyond infancy is
uncommon, though mosaic forms of Trisomy 22 exist and present with a milder, highly variable
phenotype depending on the proportion and tissue distribution of the trisomic cells. Patients with
mosaic Trisomy 22 may exhibit intellectual disability, growth retardation, and facial dysmorphism,
but their prognosis is far superior to those with the full, non-mosaic condition.

A specific form of partial trisomy, known as Cat-Eye Syndrome (or Schmid-Fraccaro syndrome),
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results from the duplication of a small segment of the long arm of chromosome 22 (22q11.2). While
technically not a full Group G trisomy, this partial duplication illustrates the clinical impact of genetic
imbalance on chromosome 22. Cat-Eye Syndrome symptoms are variable but often include
coloboma of the iris (giving the "cat-eye" appearance), heart defects, kidney abnormalities, and
mild to moderate intellectual disability. This condition highlights that even small duplications of the
genetic material on Group G chromosomes can lead to significant developmental anomalies,
reinforcing the critical role of balanced gene dosage in embryogenesis.

5. Screening and Diagnostic Techniques

Detection of Autosomal Trisomy of Group G, particularly Trisomy 21, is a critical component of
modern prenatal care. Screening programs aim to estimate the risk of aneuploidy non-invasively,
while diagnostic procedures confirm the presence of the chromosomal anomaly through direct
analysis of fetal genetic material. Screening methods include maternal serum alpha-fetoprotein
(MSAFP) testing and, more recently, Non-Invasive Prenatal Screening (NIPS) using cell-free fetal
DNA (cffDNA) found in maternal circulation. NIPS offers high sensitivity and specificity for detecting
trisomies of chromosomes 21, 18, and 13, revolutionizing the early identification process by
providing reliable risk assessment as early as the first trimester.

Definitive diagnosis requires invasive procedures that allow for the collection of fetal cells for
cytogenetic analysis. The primary diagnostic tools are amniocentesis (sampling amniotic fluid,
typically around 15-20 weeks gestation) and chorionic villus sampling (CVS) (sampling placental
tissue, typically around 10-13 weeks gestation). Once fetal cells are obtained, they are subjected to
rigorous analysis. The gold standard for confirming trisomy remains karyotyping, where
chromosomes are visualized, stained, and counted under a microscope, allowing for the visual
confirmation of the extra chromosome 21 or 22 and the identification of translocation patterns.

In addition to traditional karyotyping, modern cytogenetic laboratories utilize techniques such as
Fluorescence In Situ Hybridization (FISH) and Chromosomal Microarray Analysis (CMA).
FISH uses fluorescent probes specific to the affected chromosome (like chromosome 21) to quickly
identify the triplicated state. CMA, which offers superior resolution, can detect smaller duplications
or deletions that might be missed by conventional karyotyping, though it is primarily used to detect
submicroscopic imbalances rather than numerical aneuploidies like full trisomy. The combination of
NIPS for initial risk assessment and subsequent invasive diagnosis using karyotyping and
advanced molecular techniques ensures accurate determination of the type of trisomy, which is
essential for informed parental counseling regarding prognosis and recurrence risk.

6. Etiological Factors and Recurrence Risk

The most strongly established etiological factor for non-disjunction leading to Autosomal Trisomy of
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Group G is advanced maternal age. While the absolute risk is low in younger mothers, the
probability of having a child with Trisomy 21 increases exponentially after the age of 35. This
biological phenomenon is linked to the protracted nature of oogenesis, as discussed previously.
However, it is essential to note that because fertility rates are highest among younger women, the
majority of children born with Down Syndrome are actually born to mothers under 35, despite the
lower individual risk in that age group.

Other hypothesized etiological factors that may contribute to meiotic instability, although less
defined than maternal age, include parental exposure to environmental toxins, specific nutritional
deficiencies (e.g., folate metabolism abnormalities), and pre-existing genetic predispositions that
affect chromosome segregation machinery. Research continues into identifying specific genetic
variants in the parents that might increase the susceptibility to non-disjunction, regardless of age.
For instance, single nucleotide polymorphisms (SNPs) affecting centromere structure or mitotic
checkpoint proteins may play a subtle, cumulative role.

Genetic counseling is critical once a Group G trisomy is identified. For standard non-disjunctional
trisomy (the most common form), the recurrence risk in a subsequent pregnancy is generally low,
typically quoted as 1% plus the age-related background risk. However, if the trisomy is determined
to be the result of a **Robertsonian translocation** (e.g., fusion of chromosomes 14 and 21), the
risk profile changes dramatically. If one parent is a balanced carrier of the translocation, they are
clinically normal but have a significantly elevated chance (up to 10-15%, depending on the specific
translocation and which parent is the carrier) of having a child with full trisomy, requiring precise
genetic analysis of the parents to determine accurate counseling.

7. Significance and Societal Impact

Autosomal Trisomy of Group G holds immense significance in human biology and medicine,
primarily through its manifestation as Down Syndrome. It serves as a paradigm for understanding
how gene dosage imbalance affects global human development, offering invaluable insights into
the functions of the genes located on chromosomes 21 and 22. Research into Trisomy 21 has
driven major advances in developmental neuroscience, cardiology, and cancer biology, often
providing models for studying complex human conditions, such as the accelerated development of
Alzheimer's disease.

Societally, the identification and increased life expectancy of individuals with Trisomy 21 have
necessitated vast improvements in educational, medical, and social support systems. Historically,
life expectancy for individuals with Down Syndrome was severely limited due to untreated medical
issues, particularly congenital heart defects. However, modern surgical and medical interventions
have dramatically increased average life expectancy, now often exceeding 60 years. This longevity
shift requires society to focus on quality of life, inclusion, independent living skills, and addressing
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the unique health challenges of older adults with DS.

The study of Group G trisomies also raises complex ethical and bioethical questions, particularly
surrounding prenatal screening, selective termination, and the allocation of healthcare resources.
The increasing accuracy of NIPS and the ability to detect these conditions early force parents and
medical providers to navigate profound decisions about the potential life of the child. Furthermore,
ongoing research focuses on therapeutic interventions aimed at mitigating the cognitive and
physical effects of Trisomy 21, perhaps through pharmaceutical modulation of the overexpressed
genes, representing the cutting edge of genomic medicine.

Further Reading

Wikipedia: Autosomal trisomy

Mayo Clinic: Down Syndrome - Symptoms & Causes

Nature Scitable: Nondisjunction

Wikipedia: Human Chromosomes (Group G classification)
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