Patient Information — Hemlibra Use in Children Less than 12 Years Old with

Hemophilia A without Factor 8 (VIII) Inhibitors

This letter contains information you requested on the use of Hemlibra®
(emicizumab-kxwh) to treat children less than 12 years old with hemophilia A
without factor VIII (factor 8 or FVIII) inhibitors. This letter includes studies with
the strongest and most relevant data from clinical trials.

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.

@ Important Topics to Know

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 Median: The median is the middle number in a sorted list of numbers. For
example, in 5, 20, 28, 89, 100, the median is 28.

e Prophylaxis (also called “prophy”): A treatment given regularly to prevent
bleeds.

e Spontaneous bleed: A bleed that happens without a clear reason.

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

e Treated bleed: A bleed that was treated using clotting factor medicine.



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 (VIII) inhibitors.!

What clinical studies have been done in infants less than 12 months old with
hemophilia A without inhibitors??

e HAVEN 7 is a study looking at how safe and how well .
Hemlibra works in infants less than 12 months old with
severe hemophilia A without inhibitors.

e The infants will be studied for 7 years. :

e Infants were given a loading dose of Hemlibra once a week for the first 4
weeks. Then they were given a maintenance dose every 2 weeks for 48
weeks.

o After 48 weeks, parents or caregivers could choose to keep the same dose
or switch to a dose every week or every 4 weeks.

What was the effect of Hemlibra on bleeding in the HAVEN 7 study??3

e Results for 55 infants were reported. Twenty-five infants were younger than
3 months old.

e Before the study, 25 infants had not received any medicine for hemophilia.
30 infants had gotten less than 5 days of factor 8 (VIII) medicine.

e Information about zero treated bleeds:

o About 55% of infants had zero treated bleeds.

o 95% of infants had zero treated joint bleeds.
o All treated bleeds were from injuries.
e Information about zero bleeds (treated or not):
o About 16% of infants had zero bleeds (treated or not).

e No brain bleeds happened.



What side effects were reported in HAVEN 7723

There were 631 side effects reported in 55 infants; all had a side effect.

The only side effect related toby Hemlibra was reactions where the injection
was given, which happened in 16% of infants.

About 29% of infants had serious side effects like injuries and infections, but
these were not caused by Hemlibra.

No deaths, serious blood clots, cases of thrombotic microangiopathy (TMA)
or brain bleeds occurred.

No infants had to stop or change their treatment because of side effects.

Two infants developed inhibitors after getting factor 8 (VIII) medicine for
their injuries and surgeries.

What clinical studies have been done in young children with hemophilia
without inhibitors?*

HOHOEMI is a study that looked at how safe and how well Hemlibra works
in 13 Japanese children younger than 12 years old with hemophilia A
without inhibitors.

The children were between 4 months and 11 years old.

All children got a loading dose of Hemlibra once a week for the first 4
weeks. Then the children got a maintenance dose every 2 weeks, or every 4
weeks.

o Children taking Hemlibra every 2 weeks used it for a period of time
between 38 to 41 weeks.

o Children taking Hemlibra every 4 weeks used it for a period of time
between 24 to 37 weeks.

12 of 13 children used factor 8 (VIII) prophylaxis before starting Hemlibra.

What was the effect of Hemlibra on bleeding in the HOHOEMI study??

The children had an average of 1 bleed a year that needed treatment.

The number of bleeds is shown in Table 1.



Table 1. Number of Children with Bleeds in the HOHOEMI Study*

Hemlibra Number of Children

Maintenance Dose with Bleeds Total Bleeds
Every 2 weeks 4 6%
Every 4 weeks 2 3k

*5 of these bleeds happened after an injury (3 were joint bleeds) and 1 was a
spontaneous joint bleed.
**All 3 of these bleeds happened after an injury (none were joint bleeds).

e Figure 1 shows the percent of children in each Hemlibra group who had
zero treated bleeds, zero bleeds (treated or not), zero spontaneous bleeds,
zero joint bleeds, or zero treated target joint bleeds.

Figure 1. Percent of Children with Zero Bleeds in the HOHOEMI Study*
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B 3 mg/kg once every 2 weeks (6 children) B 6 mg/kg once every 4 weeks (7 children)
How many bleeds happened in the 4-month-old?

e The 4-month-old, who had never gotten factor 8 (VIII) medicine, did not
have any bleeds that needed treatment before starting the study or while on
Hemlibra during the study.*

What side effects were reported in the HOHOEMI study??

e The most common side effects are shown in Table 2.



Table 2. Side Effects in the HOHEMI Study* \

Bruising 10 out of 13 (77%)
Swelling in the nose and throat 5 out of 13 (39%)
Scratches or scrapes on the skin 4 out of 13 (31%)
Falls 4 out of 13 (31%)

e One child had a side effect where the Hemlibra injection was given.

e There were no serious side effects like blood clots, thrombotic
microangiopathy (TMA), or severe allergic reactions.
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