Patient Information — Side Effects with Hemlibra

This letter contains information you requested on side effects of Hemlibra®
(emicizumab-kxwh). This letter includes studies with the strongest and most
relevant data.

This information is provided only for educational purposes and not for use in
treatment decisions. You should talk with your healthcare provider for specific
information and advice about your condition, your individual situation, healthcare
coverage, and any current or potential treatments.

Genentech is not the manufacturer of FEIBA® and the data included in this
response regarding FEIBA® is based solely on publicly available information. For
further information, please contact the manufacturer of FEIBA®.

@ Important Topics to Know

e Activated prothrombin complex concentrates (aPCC): A medicine called
a bypassing agent (brand name: FEIBA®) that helps blood to clot.

e Bypassing agent: A medicine for people with inhibitors.

e Factor VIII (factor 8): A protein in blood that helps blood clot. In people
with hemophilia A, factor VIII is missing or doesn’t work well.

e Inhibitors: In hemophilia A, these are proteins in your body that stop factor
8 (FVIII) medicine from working.

e Loading dose and maintenance dose: A loading dose is a first dose or
series of doses of medicine to start treatment. After that, a maintenance
dose is given to keep the medicine at the right level in the body.

e Prophylaxis (also called “prophy”): A treatment given regularly to prevent
or reduce bleeding before it happens.

e Thrombotic events: Blood clots that form inside blood vessels.

e Thrombotic microangiopathy (TMA): A serious condition where blood
clots form in small blood vessels and can harm the kidneys or other organs.



What is Hemlibra?

e Hemlibra is a prescription medicine used for prophylaxis to prevent or
reduce bleeding in adults and children with hemophilia A with or without
factor 8 (FVIII) inhibitors.!

e Hemlibra helps your blood to clot. When taking Hemlibra, it is important to
follow your healthcare provider’s instructions on when and how to use other
medicines (like a bypassing agent or factor VIII) to treat bleeds.!

Which clinical studies looked at the side effects of Hemlibra in people with
hemophilia A?

e Four clinical studies and another smaller study looked at how safe Hemlibra
was in 391 people with hemophilia A with or without factor 8 (FVIII)
inhibitors.

e The HAVEN 1, HAVEN 3, and HAVEN 4 clinical studies included
people 12 years or older.

e The HAVEN 2 clinical study included children younger than 12 years
old.

What were the most common side effects of Hemlibra?

e Table 1 shows the most common side effects (those that happened in more
than 5 out of every 100 people), and the percent of people that had the side
effect.!



Table 1. Most Common Side Effects!

Side Effect Percent of People

e redness, tenderness,
warmth, or itching
where the injection was
given, also called
injection site reactions

e joint pain or discomfort 15% '

headache 15% '
e diarrhea 6%
e fever 6%
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How many blood clots and thrombotic microangiopathy (TMA) cases
happened in the studies?

e Blood clots happened in 2 out of 391 people.' The blood clots did not need
blood-thinning medicine. One of these 2 people with a blood clot started
using Hemlibra again.!

e Thrombotic microangiopathy (TMA) happened in 3 out of 391 people.!
Of the 3 people with TMA, 1 person started using Hemlibra again. One
person died from bleeding, but this was not caused by Hemlibra.'?

e These blood clots and thrombotic microangiopathy happened when people
received a lot (more than 100 units/kg per 24 hours, for more than 1 day) of
activated prothrombin complex (aPCC; FEIBA®) while using Hemlibra.!2
These events happened in the HAVEN 1 study.

What are signs and symptoms of blood clots and thrombotic
microangiopathy (TMA)?

Table 2. Some Signs and Symptoms of TMA!

Thrombotic e confusion e stomach or back
Microangiopathy pain
(TMA) e weakness o
) .. e swelling of the arms
A serious condition .
and legs e vomiting

where blood clots form in

small blood vessels and e yellowing of the skin e feeling sick

can harm the kidneys, , .
brain and other organs. e yellowing of the eyes o decreased urination




Table 3. Some Signs and Symptoms of Blood Clots!

e swelling in the arm e coughing up blood

or leg o feeling faint
® pain or redness in the
Blood Clots (Called arm or leg e headache
Thrombotic Events) o numbness in vour
e shortness of breath y
Blood clots can form in face
the blood vessels in the ® abnormal or

arm, leg, lung, or head difficulty breathing * oe pgin or
e ’ ’ swelling
e chest pain or

tightness e ftrouble seeing

e fast heartbeat
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