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DIFFERENTIAL DIAGNOSIS:  What else can look like CHARGE? 

Chromosome abnormalities
A variety of chromosome abnormalities can result in features which overlap with CHARGE.  Most 
have different ear anomalies and facial features.  The chromosome abnormalities which overlap 
with CHARGE may give us clues about where to look for an abnormal gene.  See also the 
discussion below on VCF (22q deletion syndrome).  Children with CHARGE would be expected to 
have normal chromosomes, including FISH for 22.

VCF (velocardiofacial) syndrome -  the 22q deletion syndrome
VCF had a number of names in the past, depending on the features seen in the individual child.  
Now that a test is available, we know that all of these “separate” syndromes have one cause, a 
microdeletion of chromosome 22 detected by a special chromosome test called FISH. Some of 
the terms that used to be used are:  Shprintzen syndrome, VCF, DiGeorge and CATCH-22.  
Features of VCF include

Velo - cleft palate and occasionally cleft lip
feeding difficulty – usually gets better in a few months
Cardio - heart defects – exactly the same heart defects as seen in CHARGE
Facial - typical face:    long and slender, often with overfolded ears
kidney abnormalities – similar to CHARGE
small or absent thymus  - leading to immune system problems
hypocalcemia (low calcium), sometimes causing seizures
learning disabilities
psychiatric problems
22 - deletion of chromosome 22q11

"DiGeorge sequence" technically refers to children with heart defects in combination with thymus 
abnormalities, including low blood calcium levels.  Although most common in VCF, DiGeorge 
sequence can also be found in children with CHARGE or as an isolated finding.

Velocardiofacial syndrome (VCF) can include DiGeorge sequence and other CHARGE-like 
features including palate problems, renal abnormalities, ear abnormalities and even occasionally 
colobomas and/or hearing loss.  VCF is caused by a tiny missing piece (microdeletion) of 
chromosome #22.  It can be confirmed by a special lab test called FISH (fluorescent in-situ 
hybridization) for deletion 22q11.2.  Children with possible CHARGE should also have FISH for 
22q to rule out VCF.

The heart defects and swallowing problems seen in VCF can be similar to those seen in 
CHARGE.  However, the characteristic ears, face and hands are distinctly different (e.g. long and 
slender hands in VCF vs. short and broad in CHARGE; long face in VCF, square face in 
CHARGE).  Only about 5% of children with CHARGE have DiGeorge sequence.  Conversely, of 
all the children with DiGeorge sequence, about 85% have a chromosome 22 deletion, 5% have 
CHARGE and 10% have something else.  To date, we are not aware of a single individual with 
definite CHARGE who had a FISH test which was positive for the 22q11 deletion. 
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VATER or VACTERL association

VACTERL is a an acronym for a collection of findings which overlap with CHARGE:
V - vertebral (backbone, spine) anomalies
A - anal atresia (referring to the anus, not the nose)
C - cardiac (heart) defects
TE - tracheoesophageal fistula or esophageal atresia
R - renal (kidney) anomalies
L - limb, especially lower arm bone anomalies

Vertebral anomalies, limb anomalies and anal atresia are each very common in VACTERL and 
rare in CHARGE.  Children with VACTERL are unlikely to have any of the Major Diagnostic 
Criteria of CHARGE.  Neither do they have the typical physical features (face, ears, hands) 
associated with CHARGE.  In some cases, especially in the newborn period, VACTERL and 
CHARGE may be difficult to distinguish from each other due to overlapping birth defects.

WHAT TESTS TO DO?
All individuals with a suspected diagnosis of CHARGE should be evaluated for chromosome 
anomalies, VACTERL and VCF, including chromosome analysis with FISH for the 22q11 
VCF/DiGeorge locus.  "FISH for 22q" is a specialized test which must be specifically requested 
separately from routine chromosome analysis.

PAX2

PAX2 is rare condition with features which overlap with CHARGE.  Individuals with PAX2 
abnormalities may have colobomas, renal (kidney) anomalies and hearing loss.  They do not have 
the facial features or ear shape associated with CHARGE.  A recent study showed that children 
with definite CHARGE syndrome do not have any mutations in the PAX2 gene. 

Retinoic acid (Accutane)

Accutane (a drug used to treat cystic acne) taken in the first two months of pregnancy has a very 
high chance of causing birth defects, including unusual ears and heart defects.  The ear 
abnormalities seen in prenatal retinoic acid exposure can be very similar to the CHARGE ear.  
However, the other problems caused by retinoic acid are different.  Accutane taken before
pregnancy is not known to cause any birth defects.  Retin-A skin creme does not cause birth 
defects
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WHAT DOESN'T CAUSE CHARGE

It wasn’t anything you did during the pregnancy.  Other than retinoic acid, no specific pregnancy 
exposures have been linked to the features seen in CHARGE.  Exposures to pesticides, smoking, 
alcohol use, and/or other drug use do not appear to play a role.  Because the organs involved in 
CHARGE are developing over a number of weeks of pregnancy, it is unlikely that any one single 
event (car accident, food poisoning, whatever) could cause CHARGE.  There is almost never any 
history of CHARGE or CHARGE-like features in other family members.

HOW OFTEN DOES CHARGE HAPPEN?

The incidence of CHARGE at birth is estimated to be about 1 in 12,000 births.  Many infants and 
young children with CHARGE do not survive due to the major medical complications.  Many 
children with a milder expression of CHARGE may not be diagnosed until they are older or missed 
entirely.  Therefore, the number of children with CHARGE in the general population is difficult to 
estimate.

HOW LONG DO CHILDREN WITH CHARGE LIVE  - LIFE EXPECTANCY

Life expectancy is decreased in children with CHARGE.   Infants with CHARGE have complex 
medical problems and many of them do not survive.  The highest mortality is in the first three 
years.  Infants with bilateral choanal atresia, a complex heart defect, and/or tracheo-esophageal 
fistula appear to have the lowest survival rates and poorest outcomes.  There is a relatively high 
post-operative mortality with CHARGE, possibly due to reactions to anesthesia and/or breathing 
or aspiration problems.   The more surgeries (and anesthesias) a child must undergo, the 
greater the risks.  Even beyond infancy, many children with CHARGE require multiple surgeries 
and are medically fragile.

Children with CHARGE  are also at very high risk for aspiration  - sucking food or liquid into the 
lungs (due to TE fistula, tracheomalacia, and swallowing problems), which often leads to 
pneumonia.  There are reports in the medical literature of as many as 30-40% of children with 
CHARGE not surviving to five years.  However, reports in the medical literature include children 
with the most severe cases of CHARGE.  Less severely affected children are often not 
diagnosed in the newborn period, and may not be included in the “survival” numbers.  
Nevertheless, as many as 20-25% may not survive beyond two years of age despite our best 
efforts.  Sometimes parents are faced with very difficult decisions about how aggressively to 
treat their seriously ill child.  Such parents are not alone.  The Foundation can put you in touch 
with others who have been through this process.

Beyond early childhood, the mortality remains higher than in children who do not have 
CHARGE. This may be due to a combination of factors, including residual heart defects, 
continued swallowing problems, anesthesia risks and general medical fragility.  Because 
CHARGE is a relatively recently recognized syndrome, long-term life expectancy is unknown.   
There are many adults with CHARGE who appear to be in good health and have relatively few 
remaining medical concerns. 
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RECURRENCE RISK

WILL CHARGE HAPPEN AGAIN IF I HAVE ANOTHER CHILD?
For parents with one child with CHARGE, the recurrence risk is low, probably around 1-2%.  
There are only a handful of families with more than one child with CHARGE.  The 1-2% 
recurrence risk  is based on surveys of over 300 families with a child with CHARGE and extensive 
review of the medical literature.  Most of the "familial" cases reported in the older medical literature 
probably would not be diagnosed as CHARGE today based on the revised criteria.  Even using a 
very loose definition of CHARGE (i.e. anyone diagnosed as CHARGE, regardless of the expertise
of the person making the diagnosis, the certainty of the diagnosis or the criteria used), the 
recurrence risk is still only about 1-2%.  Using strict diagnostic criteria, the risk would probably be 
even lower.

WILL CHARGE HAPPEN AGAIN TO ANYONE ELSE IN THE FAMILY?
Aunts, uncles and siblings of individuals with CHARGE probably are not at increased risk for 
having a child with CHARGE, although this information may change as we learn more about the 
cause of CHARGE.   

Some individuals with CHARGE may  be capable of having their own children when they become 
adults (many may not, due to hormone abnormalities).  If CHARGE syndrome is caused by a 
single gene or chromosomal microdeletion, the risk to children of affected individuals could be as 
high as 50%.  Information in this area may change very quickly, so be sure you have current 
information before making family planning decisions.

FUTURE PREGNANCIES/PRENATAL DIAGNOSIS

The recurrence risk is low, but it is not zero.  Parents are understandably worried about attempting 
another pregnancy and want to know what can be done to look for signs of CHARGE during a 
pregnancy.  There is nothing that can be done to prevent CHARGE.  However, as much 
reassurance as possible during the pregnancy that things appear to be going well is helpful. 

The way to get the most information about CHARGE during a pregnancy is to have a directed 
ultrasound to look for features associated with CHARGE.  This should be a Level II ultrasound 
exam and should be performed at a tertiary care center by an experienced ultrasound 
technologist using state-of-the-art equipment.  This is not a procedure that can be done in the 
typical obstetrician's office.  The ideal would be two ultrasound exams, the first at 18-20 weeks 
(post LMP) and the second about a month later, at 22-24 weeks.  Take along the following 
checklist to give the sonographer the best information possible about what to look for.  



© CHARGE Syndrome Foundation, Inc.  1999                       Diagnosis and Genetics Section III – 4 

ULTRASOUND EXAM FOR FEATURES OF CHARGE SYNDROME:
THIS WILL NOT DIAGNOSE OR RULE OUT CHARGE

The ultrasound evaluation should include a complete standard anatomic survey with particular 
attention to the following:
- Amniotic fluid measurement:  

Look for polyhydramnios (excess amniotic fluid) associated (especially in late pregnancy) 
with choanal atresia, esophageal atresia or poor swallowing.

- Cardiac evaluation: 
Many centers can do a formal fetal echocardiogram.  Heart defects most common in 
CHARGE include tetralogy of Fallot with or without AV canal, and right-sided anomalies, 
including VSD and aortic arch anomalies.  

- Kidney:  
Any kidney anomaly can be associated with CHARGE, including hydronephrosis (excess 
fluid in the kidneys), small or absent kidney, horseshoe kidney, posterior urethral valves.

- Brain:  
Dilated ventricles, absence of the corpus callosum or any other structural abnormality of 
the brain.

- Face:  cleft lip or cleft palate
- Ear:  abnormal shape or placement (take along a photo of CHARGE ears)
- Genitalia:  small penis in a known male fetus

Many abnormal findings would not be present early on and/or would be undetectable until 
later in pregnancy.  Don't be shy about asking how confident they are about the accuracy and 
completeness of the ultrasound exam.  Every exam is different and none will detect every birth 
defect during pregnancy.  The accuracy will depend on a number of things, including how far 
along you are, the position of the baby, your weight (the image is not as clear when it has to travel 
through a lot of maternal tissue before it reaches the fetus), the quality of the equipment, and the 
expertise of the sonographer.  What can be seen one day may not be visible another day.

Remember, none of the major diagnostic criteria for CHARGE (coloboma, choanal atresia, cranial 
nerve abnormalities, characteristic CHARGE ear) can be definitively diagnosed by prenatal 
ultrasound exam.  Although finding evidence of some problem or potential problem through the 
ultrasound exam would certainly raise the suspicion of CHARGE, and can help parents be 
prepared for that possibility, it is not diagnostic.  And remember, even a completely normal 
ultrasound exam cannot rule out CHARGE.


