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Why do it?
Cascade testing is a process to identify affected family members with a hereditary condition once a first (‘index’) case is diagnosed.  
Since FH is strongly inherited (autosomal dominant) 50% of close relatives are affected and it usually identifies at least two other family members.
It is highly effective in reducing future cardiovascular events (heart attacks, strokes) by treating other identified relatives early in life, avoiding many years of exposure to high LDL.  When treated early, life expectancy is no different to unaffected family members. 
It is most efficient when the genetic variant is known.  The LDL level is useful but less definite, especially in young family members where it may not give a clear indication.
How to do it?
It starts by drawing up a family tree (‘pedigree’), then contacting close relatives and informing them of their risk of being an FH carrier, and the benefits of being tested and treated if positive.
Immediate family (siblings, parents, children) should be tested for high LDL and ideally by genetic test for the specific genetic variant in the family.  
If an affected member is found then testing of their immediate relatives should be done e.g. siblings of an affected parent (aunts, uncles on that side of the family), their children (cousins), and so on.
What is the role of the family?
It is best led by one, or a few, key family ‘champions’ who contact relatives, and provide information.  
However, cascade testing of the family is an individual decision for other family members. Every family is different, and they should be encouraged to discuss confidentially with their own caregivers.  
Family members can encourage others affected to continue lifelong treatment to lower LDL. 
How can GPs and those in primary care help?
Primary care has a vital role to encourage and arrange cascade testing of immediate relatives in the practice.  GPs can explain the benefits and encourage early aggressive lifelong treatment. 
It is primarily the family’s role to go to other wider family members by letter/email outside of those in the practice.  
GPs should refer children identified with FH to the National Metabolic Service.  
Adult FH patients can be effectively managed in primary care, specialist referral is not usually needed.  
FH families should not be referred to Clinical Genetics, who are not currently resourced to manage this common condition. 
Specialist lipidologists may provide remote advice if needed, and see individuals if agreed, according to local Health Pathways.   

More information about cascade testing:
CDC Website   About Cascade Testing | Cascade Testing | CDC
FH Australasia network  What is cascade screening? - FH Australasia Network
US Family Heart Foundation  Cascade Screening for FH Disorder | the Family Heart Foundation



General plan for cascade testing: 
[1] Identify Index Case (GP or specialist) (See Template A, next page)
        ↓
[2] Diagnostic workup (B)
    - Clinical (DLCS score) ± Genetic
        ↓
[3] Build close family Pedigree (≥3 generations – i.e. parents, sibs, children) (C)
        ↓
[4] Communicate with Family (Example letters and information below)
    ├─ Patient-mediated letter or web based method
    └─ Clinician contact (if consent)
        ↓
[5] Initiate Cascade Screening (D)
    ├─ First-degree relatives, then second-degree relatives if affected person found
    ├─ Known mutation → genetic test
    └─ Unknown → LDL-C ± clinical criteria
        ↓
[6] Diagnose Relatives and track care (E)
        Each new case → becomes new index case
        Repeat cascade
        ↓
[7] Ongoing management (F and G)


FH Cascade Screening Template
We recommend an affected family has one or several ‘champions’ who can contact other relatives in their whanau to inform them and follow up.  

A. Index Case Identification
· ☐ LDL-C ≥5.0 mmol/L (adult) / ≥4.0 mmol/L (child) with family history
· ☐ Premature ASCVD (M <55, F <60)
· ☐ Family history of hypercholesterolaemia
· ☐ DLCS score: ______
→ ☐ Suspected FH
→ ☐ Confirmed FH (clinical/genetic)
B. Diagnostic Workup
· ☐ Exclude secondary causes (high fat diet, thyroid, liver, kidney, drugs)
· ☐ Genetic test ordered / result (date): ______
· ☐ Lipid profile recorded

C. Family Pedigree
· ☐ 3-generation pedigree completed
· ☐ First-degree relatives identified:
· ☐ Parents
· ☐ Siblings
· ☐ Children

D. Cascade Screening Plan
Testing approach:
· ☐ Known mutation → targeted genetic testing
· ☐ Unknown mutation → lipid screening ± DLCS score
Relatives contacted:
· ☐ Patient-mediated letter provided
· ☐ Consent for clinician contact






E. Relative Screening Tracker

· Best completed and owned by the family 
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F. Management Plan
· ☐ Lifestyle advice given
· ☐ Statin started
· ☐ Specialist consult (lipid clinic) if clearly meets criteria
· ☐ Paediatric referral (if child)


G. Recall / Follow-up
· ☐ Initial review in 3–6 months
· ☐ Ongoing annual lipid monitoring
· ☐ Continue cascade screening




Example letters or emails to family members
Here are two examples of possible letters that a family member can write to others.  Each family and relationship is different so these can be modified to suit.  
Option 1
Dear [Family Member],
A condition called familial hypercholesterolaemia (FH) has been identified in our whanau. This condition causes high cholesterol and increases the risk of early heart disease.
Because FH is inherited, you may also be affected. Each close family member has about a 1 in 2 chance of having this condition.
Testing is simple and involves a blood test (and sometimes a genetic test).  Helpful information can be found here:  
https://www.athero.org.au/fh/patients/what-is-fh/
We recommend that you:
· Contact your GP
· Mention FH in your family
· Arrange cholesterol testing and consider a genetic test
Early diagnosis allows effective treatment and prevention of heart disease and can be lifesaving. 
If you would like more information and to discuss what to do, please contact your GP. 
Kind regards,
[Name / Clinic]


Option 2. 
Subject: Important health information for our family

Dear [Family Member Name],

I’m writing to share some important health news that may also affect you. I was recently diagnosed with Familial Hypercholesterolemia (FH).

What is FH?
FH is a common genetic condition that causes very high "bad" (LDL) cholesterol levels starting from birth. Unlike regular high cholesterol, FH is inherited and cannot be managed by diet and exercise alone. If left untreated, it significantly increases the risk of early heart disease or a heart attack.   This website gives some useful background information:
https://www.athero.org.au/fh/patients/what-is-fh/
Why am I telling you?
Because FH is passed down through families, my diagnosis means that my parents, siblings, and children each have a 50% chance of also having it. You may have FH even if you feel healthy and have no symptoms.

What you can do:
The good news is that heart disease from FH is preventable if caught early. Please share this information with your doctor and ask for:
· A Lipid Panel: A simple blood test to check your cholesterol levels.
· Genetic Testing: [If you had a genetic test, add: "My test found a specific mutation in the (Name of Gene) gene. Your doctor can test you specifically for this same variant."]

I've attached a copy of my results to help your doctor understand exactly what to look for. I’m sharing this because I care about our family’s health and want everyone to have the chance to stay healthy.

Please let me know if you have any questions or want to talk more about this.

Love,
[Your Name]
Familial Hypercholesterolaemia (FH): Information for Families
What is FH?
FH is an inherited condition that causes high cholesterol from birth. It increases the risk of early heart disease, but it is easily treatable once identified.  Treatment is safe and markedly reduces the long term risk of heart attacks and other cardiovascular disorders. 
You can look up more information about FH at the following link:
https://www.athero.org.au/fh/patients/what-is-fh/

Why does my family need testing?
FH runs strongly in families. Each first-degree relative (parent, brother, sister, child) has a 50% chance of also having FH.  If they are found to have the disorder then on average 50% of their own close relatives will also have it. 

What is cascade screening?
Cascade screening means testing family members of someone diagnosed with FH.
We test:
· First: parents, siblings, children
· Then: extended family (aunts, cousins, nieces/nephews) if needed.  
· For example, if one or other parent is found to have it, then their siblings (aunts/uncles) and their children (cousins) that side of the family should be checked

How is testing done?
· A blood test (lipid/cholesterol levels)
· Sometimes a genetic test (if a mutation is known in your family)
· A clearly high cholesterol level strongly suggests FH. However, this is not always definitive and genetic testing provides proof
· The genetic test needs informed consent and results are strictly confidential

What happens if I test positive?
· FH can be treated very effectively and is proven to reduce heart disease risk
· Treatment usually includes:
· Healthy lifestyle
· Cholesterol-lowering medication (often lifelong)

When should children be tested?
· Usually between 5–10 years old
· Earlier if there is very high cholesterol or early heart disease in the family
· Early detection and treatment in children markedly reduces their lifelong exposure to high cholesterol and is proven to lower their risk of heart disease and strokes 

How do I organise testing?
· Contact your GP (family doctor)
· Tell them there is FH in your family
· Bring this letter or information with you
· Bring the specific genetic variant in your family if you know it

Why early diagnosis matters
With treatment, people with FH can live normal, healthy lives and avoid early heart disease.

Questions?
Talk to your GP or lipid specialist clinic. 
The following web links also provide useful information on cascade testing
CDC Website   About Cascade Testing | Cascade Testing | CDC
FH Australasia network  What is cascade screening? - FH Australasia Network
US Family Heart Foundation  Cascade Screening for FH Disorder | the Family Heart Foundation


