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Crizanlizumab
A treatment for sickle cell disease

Introduction
Crizanlizumab (pronounced “criz-an-liz-u-mab”), or ADAKVEO® is a treatment for sickle cell disease (SCD). You may also hear it referred to as “Criz”.
How does crizanlizumab work?
Individuals living with SCD have red blood cells which can become stiff, sticky, and sickled-shaped after certain triggers. The change in shape makes the sickled red cells more prone to stickiness. This in turn can make blood cells clump and block blood flow in a process called vaso-occlusion, which causes SCD pain crises. 

Crizanlizumab does not affect the actual process of sickling, but helps reduce the stickiness of blood cells to each other and the vessel wall. As a result, the red blood cells are able to flow through blood vessels more easily and the chance of developing a painful crisis becomes less. Imagine trying to get a stuck ring off your finger; washing up liquid and water will make the ring slide off without damaging your finger or the ring. Crizanlizumab acts in a similar way. 
Who can get crizanlizumab?
Anyone with sickle cell disease aged 16 or over, who has had two or more confirmed sickle cell crises in the previous 12 months.

You can take crizanlizumab even if you are on hydroxycarbamide.

You cannot take crizanlizumab if you are pregnant or are on blood transfusions. It is also not recommended for male patients on crizanlizumab to try for a family whilst on treatment, although there is no evidence that crizanlizumab is harmful to sperm.
How is crizanlizumab given?
Crizanlizumab is given into the vein via a cannula (intravenously, IV), over of 30 minutes. In the first month you receive two infusions two weeks apart, thereafter it is given every four weeks.  At present only specialist sickle centres can give you this treatment. Please talk to your sickle team to find out if your centre can administer this treatment, or find out where you nearest infusion centre is. In the South East London Network these are the centres you can receive crizanlizumab at; King’s College Hospital, Guy’s Hospital, The Evelina Children’s Hospital, Lewisham Hospital and Queen Elizabeth Hospital, Croydon University Hospital.
Are there any side effects of crizanlizumab treatment?

The possible side effects of crizanlizumab will be discussed with you in more detail by your sickle cell team, however the most common side effects (which may affect more than 1 in 10 people) are joint pain, nausea, back pain, fever and abdominal (belly) pain. Less common side effects (which may affect between 1 in 10 and 1 in 100 people include severe joint pain or fever, headache, nausea, diarrhoea, vomiting, itch, chest pain, muscle pain and tiredness and infusion site reactions.

The infusion site reaction includes pain and bruising at the infusion site. Less than 2 in 100 people have an infusion related reaction which may include a rash, hives, itch, flushing, redness of the skin, swelling of the throat and mouth, difficulty breathing and in rare cases anaphylaxis
Crizanlizumab does not affect fertility.
What research studies were undertaken to license crizanlizumab for SCD patients?
The SUSTAIN study was a clinical research study with participants aged 16 and over living with SCD. They were randomly chosen to take either crizanlizumab or a placebo (a harmless substance that looks like the treatment but is specifically designed to do nothing). Over a year’s follow up, those who took crizanlizumab reported 45% fewer pain crises than those on placebo. The participants on crizanlizumab had an average 1.63 pain crises while those on the placebo averaged 2.98 crises.

There are ongoing research studies looking to see if crizanlizumab has other benefits for sickle patients e.g. improvement in kidney function, or less priapism. Some local patients are involved in these studies. 

How is crizanlizumab being funded on the NHS?
You need to be registered with a GP to be eligible for crizanlizumab, a long term treatment, which is currently only available on the NHS via a Managed Access Agreement (MAA). 
The MAA enables patients to access crizanlizumab for a limited period while the NHS collects more data (via the National Haemoglobinopathy Registry, NHR) to help with its final decision making in 2025. After this time a final decision will be made on whether this treatment be available routinely on the NHS. 

While you are on the MAA the data collected will include your age, sex, weight, whether you are on hydroxycarbamide, and any pain crises you have whilst on the treatment. This information will help inform on decision about the future availability of crizanlizumab.
Is there anything else I need to know about getting crizanlizumab?
After you have discussed with your healthcare professional, and your case has been agreed within a sickle multidisciplinary meeting, you will need to sign a consent form before starting treatment. By signing the consent, as with other medications, you are declaring that you agree to the treatment and understand the benefits as well as the risks. You will also have to agree to the collection of your data under the managed access scheme. You will also have to agree to turn up regularly and on time for your treatment: if you repeatedly do not attend or arrive late for your infusion your treatment may be discontinued. We will review your treatment over the first six to twelve months and if you or your clinician feel you are not getting any benefit we may discontinue it.

For further information please talk to your sickle cell doctor or specialist nurse
Discuss crizanlizumab with your sickle cell team to decide whether this drug might be a good choice.
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