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Comprehensive Invasive Prenatal Genetic Testing
Gene Panel Analysis
Request form and informed consent

CENTER FOR MEDICAL GENETICS UZ GHENT T +3293322477

Please ensure that the fetal sample is delivered to the laboratory within 24 hours of collection and before 5:00 PM (before 2:00 PM
on Fridays). The sample should be kept at room temperature and clearly labelled “Fetus of [mother's name]”. Samples should be
sent to UZ Gent, Medical Research Building — Medical Genetics Sample Reception, Entrance 34, C. Heymanslaan 10, 9000 Ghent,
Belgium. Further information: https://www.cmgg.be/en/professionals/instructions-for-samples

Important instructions:
- This analysis can only be performed with the approval of a clinical geneticist.
- The maximum turnaround time (TAT) is 6 weeks.
- EDTA blood samples from both parents (1 x 5 mL each) are required and must be accompanied by a postnatal request form.
- A signed consent form for exome/genome analysis is mandatory (pages 3 to 6).

IDENTIFICATION MOTHER IDENTIFICATION REQUESTING PHYSICIAN
Name and first name Name and first name

Birth date RIZIV/NIHDI number
Address Address / Department / Phone / E-mail

National register number

Health Insurance Fund Signature

If patient is hospitalized
Hospital Accreditation Number Copy result to: (physician's name and address)
Hospital Service

Date of Admission

FETAL SAMPLE
O Date fetal sampling: / /
O amniocytes (AF) ml Appearance:
O chorionic villi (CVS) ml Appearance:
O other:

O Fetal DNA stored at the lab ( analysis can only be initiated if a sufficient amount of DNA is available )

Date sampling stored sample: / /

Sample type:

INFORMATIE ZWANGERSCHAP

Obstetric history: G P AS AAP EUG IUVD M Sex of fetus(es):

O Singleton pregnancy [0 Multiple pregnancy, #: ................ Chorionicity : 0 DC/DA O MC/DA O MC/MA

Gestation age at MIU / TOP: weeks days


https://www.cmgg.be/en/professionals/instructions-for-samples
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Comprehensive Invasive Prenatal Genetic Testing
Gene Panel Analysis
Request form and informed consent

CENTER FOR MEDICAL GENETICS UZ GHENT T +3293322477

CLINICAL INFORMATION - FETAL MALFORMATIONS Mandatory!
It is recommended to also provide relevant parental and family clinical information.

(Article 33, Royal Decree of 10 November 2012, effective from 1 January 2013, concerning the nomenclature of medical services: every request must be
validated by a licensed clinical geneticist)

INDICATION / CLINICAL INFORMATION:

Results previous genetic testing (e.g. molecular karyotyping, NIPT): ...
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OVERVIEW OF GENETIC TESTS

GENERAL
[ Fetal molecular karyotyping

FETAL MALFORMATIONS (if a phenotype-specific panel, such as those listed below, is not indicated)
[ Fetal Anomalies gene panel

ABNORMAL GROWTH / SKELETAL DISORDERS
[J Skeletal dysplasia gene panel *

VASCULAR, CILIARY AND CARDIAC DISORDERS
O Ciliopathy gene panel *
O Congenital structural heart defects (CHD) gene panel *

KIDNEY DISORDERS
O Nephropathy gene panel *

NEUROLOGICAL AND NEUROMUSCULAR DISORDERS

O Leukodystrophy & Leukoencephalopathy gene panel *

O Myopathy gene panel *

O Neurodegeneration with Brain Iron Accumulation (NBIA) gene panel *

OTHER
O Heterotaxy / Primary Ciliary Dyskinesia gene panel *
O Disorders of sex development (DSD) gene panel *

* If no causative variant is identified, analysis of the Fetal Anomalies gene panel will automatically be performed within the same turnaround
time and at no additional cost. If this analysis does not reveal a causal variant, a selection from the Mendeliome will be analyzed: de novo
variants, homozygous or compound heterozygous variants, and X-linked variants in male fetuses.
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For an overview of the genes included, please visit: https://www.cmgg.be/en/professionals/labguide/constitutional-genetic-conditions

Comprehensive Invasive Prenatal Genetic Testing
Gene Panel Analysis
Informed consent

BACKGROUND

The genetic (hereditary) material or DNA is a long chain (sequence) of four building blocks (nucleotides) that we designate with
a letter (A, T, G or C). Some parts of the DNA contain the information or code our cells need to produce proteins. Proteins are
important building blocks of our body and are essential in many normal (body) processes. The parts of coding DNA are called
"genes”. We have an estimated 20000 genes. Each gene contains coding parts (exons) and non-coding parts (introns). The
exons of all genes are called the exome. This comprises only 1-2% of the total DNA of humans (genome). To detect a change
in the DNA sequence (variant), one must read out/sequence the DNA.

GENETIC ANALYSIS

A targeted genetic test is performed to look for the disease-causing or so-called pathogenic variant(s) that may provide an
explanation for a particular disease. A genetic test is not designated to detect all possible variants. Moreover many DNA variants
don’t have an impact on one’s health; these variants are part of the normal (benign) genetic variation within the population.

In function of the disease the decision will be made to analyze only one gene or a group of genes previously shown to play a
role in the development of this disorder.

- Analysis of one gene: analysis of one specific gene is done because the clinical picture of the disorder is very clear
and the genetic cause will most likely be found in this gene. An example is a patient with cystic fibrosis where the cystic
fibrosis gene will be analyzed.

- Gene panel analysis: analysis of a group of genes or a gene panel is performed. These genes are all linked to a
similar condition. In a person with skeletal abnormalities, it may be better to examine multiple genes because the clinical
picture is not specific enough to prioritize one particular skeletal disorder as the diagnosis.

In case gene panel analysis could not detect the cause of the condition or when little is known about the cause of the condition,
more in-depth DNA testing can be performed.

- Analysis of the Mendeliome: the DNA sequence of all genes currently linked to a known condition is defined

- Analysis of the exome: the DNA sequence of all genes including those whose function is still unknown is defined

- Analysis of the genome: the DNA sequence of the complete DNA, as well exons as introns, is defined.

SAMPLE COLLECTION
Genetic testing is done on DNA isolated from blood. DNA can also be isolated from other body tissues, such as skin cells or
muscle tissue.

INTERPRETATION OF THE RESULT OF THE GENETIC TEST

If a variant is found that may be the cause of the specific condition, it is called a pathogenic or disease-causing variant. However,
interpretation of the results is not always straightforward. It is sometimes unclear whether a particular variant is pathogenic
rather dan benign. Therefore, it may be appropriate to perform further family studies and also examine the DNA of relatives
(parents, brothers, sisters, grandparents, etc.). The purpose of family testing is to find out whether everyone in the family with
the same condition also carries the same DNA variant(s) and whether relatives who do not have the condition do not carry the
variant(s). First of all, this family research is appropriate in the parents. Therefore, (extensive) genetic testing is often started
on DNA from the child as well as from both parents ('trio analysis').

Sometimes genetic testing does not offer an explanation for the condition in question. A normal result does not exclude the

presence of a genetic disorder. Our knowledge about the causes of genetic diseases is continuously increasing; so it is possible
that in the future more will be known about this specific disorder.

INCIDENTAL FINDINGS


https://www.cmgg.be/en/professionals/labguide/constitutional-genetic-conditions
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In exome and genome sequencing, there is always a real chance of discovering a pathogenic variant that does not underlie the
disease condition for which the genetic test was initiated, but that may cause an increased probability to another well-defined
condition now or in the future. This is called an incidental finding. In case a gene panel is analyzed, the chance of discovering
an incidental finding is obviously lower than when the Mendeliome or the entire exome or genome is analyzed.

The incidental findings can be divided into three categories:

o Situation A: Conditions leading to a severe disease at young age (‘early-onset’) and for which specific follow-up,
prevention and/or treatment is possible s.
This refers only to pathogenic variants found during the genetic analysis in young patients or in a prenatal context. An
example is a metabolic disease for which a specific diet from birth onwards is indicated.
=>» Such incidental findings are always reported.

e Situation B: Conditions leading to a severe disease later in life (‘late-onset’) and for which specific follow-up,
prevention and/or treatment is possible.
These include cardiovascular diseases (such as a risk of cardiac arrhythmia) or an increased risk of cancer, such as a
pathogenic variant in the gene BRCA1 that implies a significantly increased risk of breast and ovarian cancer.
=>» Such incidental findings are always reported.

e Situation C: Conditions leading to a severe disease but for which, until now, with the current knowledge, no
targeted clinical follow-up, prevention and/or medical treatment is available.
Such findings will only be reported if considered helpful for health and well-being regarding follow-up recommendations
and/or reproductive options by a committee of experts of the Centre for Medical Genetics Ghent..
=>» Each person has the possibility to choose whether or not he/she wishes to be informed of such incidental findings.
=>» This option is not applicable in a prenatal context or in minors: variants of situation C (in case of 'late-onset') are not
reported in these cases.

The result of the genetic testing is always discussed during a consultation with a clinical geneticist.

PSEUDONYMISATION

Genetic data are among the sensitive information within privacy laws. Therefore, the stored data are linked to a number
specifically linked to one person. This pseudonymization allows us to analyze genetic data without knowing to which person
they belong. Only healthcare providers with a treatment relationship (i.e. a clinical treatment relationship or persons involved in
diagnostic analysis) can retrieve the identity of the person.
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Comprehensive Invasive Prenatal Genetic Testing
Gene Panel Analysis
Informed consent

INFORMATION PATIENT LEGAL REPRESENTATIVE

First name, surname :

Date of birth :

| understand the following information regarding genetic testing in myself/the person | represent:

1.

To identify the cause of the condition mentioned above, a large number of genes will be investigated.

2. The body material shall be used solely for medical purposes and all data obtained from this research shall be protected
by medical confidentiality. The DNA data will be stored in a secure database.
3. Since genetic research is often done in collaboration with other genetic centers, DNA samples or genetic data can be
exchanged with these centers, within the context of the condition or quality control.
4.  When performing a genetic test, there is always an existing but rare chance of detecting an incidental finding:
. DNA variants causing a severe condition for which targeted follow-up, prevention and/or medical treatment is
available will be reported.
. For severe conditions for which, until now, with the current knowledge, no targeted follow-up, prevention and/or
medical treatment is available. However, these findings will not be reported prenatally or in minors.
5. Pseudonymized genetic data can be used as internal control and can also be shared with other physicians/research
groups.
6. A normal result does not exclude a genetic cause. In the future, | will have the opportunity to inquire whether there are
already new insights that may influence the results of this analysis.
7. Forany further questions, | can contact a physician from the Department Medical Genetics of the Ghent University Hospital
(09/332 36 03).
8. If no cause for the condition is found, the obtained data may be further analyzed in a research setting to try to find the
cause after all. If this yields clinically relevant information, | will be invited to discuss these results.
O YES: | agree to further analyze the data in a research context.
O NO: | do not agree to further analyze the data in a research context.
9. The results of this additional research may be used pseudonymized in scientific studies.
O YES: | agree to process these results in a pseudonymized way in scientific studies.
O NO: | do not agree to process these results in a pseudonymized way in scientific studies.
10. At any time, | can decide to stop participating in this study. At that point, no new data will be generated.
11. lunderstand that my and/or my child's DNA sample, DNA sequences or clinical data can be exchanged with other
genetic centers in the context of targeted research in my family members.
12. | understand that, after the test has been performed, any remaining biological material and the resulting genomic data

may be used in an anonymized/pseudonymized form for validation, internal quality control, or research purposes (for
example, test optimization and the development of new applications).
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Comprehensive Invasive Prenatal Genetic Testing
Gene Panel Analysis
Informed consent

| decide, based on the information obtained and of my own free will, to have this genetic test performe.

Name patient:

Date sampling: / /

Signature patient:

Name partner:

Date sampling: / /

Signature partner:

The undersigned healthcare professional has explained the information regarding genetic testing to the patient
(and partner) in a personal consultation and in clear, understandable language

Name healthcare professional:

Date : / /

Signature healthcare professional:

On behalf of the responsible physician:

Prepared in duplicate, with one copy intended for the patient.



