Patient Information — Hemlibra Use in Hemophilia A without Inhibitors

This letter contains information you requested on the use of Hemlibra®
(emicizumab-kxwh) to treat people with hemophilia A without factor 8 (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.

Q Important Topics to Know

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 (VIII) medicine from working.

e On-demand: This means taking medicine only when it is needed, like when
bleeding happens.

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

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

e Subcutaneous injection: A shot that is given under the skin in the fatty
layer.

e Target joint: A joint that has many bleeds, which can cause damage over
time.

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

o 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 is the HAVEN 3 study?

e HAVEN 3 was a study that looked at how safe and how well Hemlibra
worked to prevent bleeds in 152 people. People were 12 years or older with
severe hemophilia A without factor 8 (VIII) inhibitors.>

e People were put into three groups:
o Hemlibra prophylaxis once a week

o Hemlibra prophylaxis every 2 weeks

o No prophylaxis (continue on-demand treatment)

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

e Results from 36 people who used Hemlibra once a week and 35 people who
used Hemlibra every 2 weeks were compared to people who used no

prophylaxis.

e People on Hemlibra had fewer treated bleeds compared to those with no

prophylaxis (see Figure 1).

Figure 1. Treated Bleeds in HAVEN 3?2
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e Most people who took Hemlibra had zero treated bleeds (see Figure 2).



Figure 2. Zero Treated Bleeds in HAVEN 32
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e Everyone in the group that did not take Hemlibra had at least 1 treated
bleed.

e The number of all bleeds (treated or not), spontaneous bleeds, joint bleeds,
and target joint bleeds was reduced in people taking Hemlibra compared to
people who did not take it.

Did Hemlibra prevent more bleeds than prophylaxis with factor 8 (VIII)?

e A study looked at 48 people from HAVEN 3 who were on prophylaxis with
factor 8 (VIII) and then switched to Hemlibra once a week.?

e After switching, this group had 68% fewer treated bleeds while on Hemlibra
compared to before. The average number of treated bleeds per year was 2
while taking Hemlibra and 5 while taking factor 8 (VIII).

® 54% of people had zero treated bleeds while on Hemlibra compared to 40%
of people who had zero bleeds while taking factor VIII.

What is the HAVEN 4 study??

e HAVEN 4 is a clinical study that looked at how safe and how well Hemlibra
worked to prevent bleeds in 41 people. People were 12 years or older with
severe hemophilia A, with or without inhibitors.

e Most people in this study (36 people, or 88%) had hemophilia A without
inhibitors.



e Hemlibra was given as a loading dose once a week for 4 weeks. Then people
took a maintenance dose of Hemlibra every 4 weeks.

What was the effect of Hemlibra on bleeding in HAVEN 4?

e There were 51 treated bleeds in the 41 people in the study.

o Most treated bleeds (75%) were from injuries, and 25% happened on
their own.

e Most people (56%) had zero treated bleeds.
o 29% of people had zero bleeds at all (treated or not).
o 71% of people had zero treated joint bleeds.

What side effects were seen with Hemlibra in HAVEN 3 and HAVEN 4?

e The most common side effects were redness, tenderness, warmth, and
itching where the Hemlibra shot was given.?3

e In HAVEN 3, 1 person stopped Hemlibra because of mild side effects like
trouble sleeping, hair loss, bad dreams, feeling tired, feeling sad, headaches,
and itching.?

e In HAVEN 4, no one stopped taking Hemlibra because of side effects.?

What is HAVEN 6 and what were the results?*

e HAVEN 6 is a clinical study that looked at how safe Hemlibra was and how
well it worked to prevent bleeds in 72 people with moderate or mild
hemophilia A, without inhibitors.

o 21 people had mild hemophilia A
o 51 people had moderate hemophilia A

e Hemlibra was given as a loading dose weekly for 4 weeks. After that,
people could choose the maintenance dose once a week, every 2 weeks, or
every 4 weeks

e Pecople in the study took Hemlibra for about 56 weeks.
What was the effect of Hemlibra on bleeding in HAVEN 6?

e 67% of people had zero treated bleeds.



89% of people had zero treated joint bleeds.

What side effects were seen with Hemlibra in HAVEN 6?

There were 248 side effects reported in 72 people. Only 15 side effects were
caused by Hemlibra, mostly from reactions where the injection was given.

The most common side effects were:
o Headaches (17% of people reported)

o Redness, tenderness, warmth, and itching where the Hemlibra
injection was given (injection site reactions)

o Both happened in 17% of people

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

What is the HAVEN 7 study and what were the results?>¢

HAVEN 7 is a clinical study looking at Hemlibra in infants younger than 12
months old with severe hemophilia A without inhibitors.

Infants are given a loading dose of Hemlibra once a week for the first 4
weeks.

After that, they are given a maintenance dose every 2 weeks for 48 weeks.

After 48 weeks, parents or caregivers can choose to keep the same dose or
switch to Hemlibra:

o Once a week, or
o Every 4 weeks

The infants will be studied for 7 years.



What was the effect of Hemlibra on bleeding in HAVEN 72%6
e Results from 55 infants are available.
e About 55% of infants had no treated bleeds.
e 95% of infants had no treated joint bleeds.
e All treated bleeds were from injuries.

e About 16% of infants had no bleeds at all (treated or not).

How safe was Hemlibra in HAVEN 726

o There were 631 side effects in the 55 infants. All infants had at least 1 side
effect.

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

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

e There were:
o No deaths
o No serious blood clots
o No cases of thrombotic microangiopathy (TMA)
o No brain bleeds
e No infants had to stop or change their treatment because of side effects.
e Two infants developed inhibitors after getting factor 8 (VIII) medicine for

injuries.
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