The ALN-APP study - who is eligible? -
More about the cAPPricorn-1 phase 2 drug study in DCAA
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Inclusion- and
exclusioncriteria

Many of you already are aware of Alnylam’s plans to study the
effect of ALN-APP in Dutchtype CAA. Currently, Alnylam is in
the process of selecting Perth as a site for the study. When
approved, Australian regulators will have to approve the study
as well. Meanwhile, Alnylam has finalized the protocol for the
study.

FROM The minimum age to participate in the

study is 30 years. This age is based on
WHAT AGE what researchers have learned from

CANYOU  stydies such as DIAN and TRACK DCAA.

PARTICI-  From the age of 30 onwards, they see

PATE? more changes in what we call
'‘biomarkers’, ways to measure disease
progress.

S ®

DO YOU Only people who know that they are gene

NEEDTO carriers can participate in the drug

KNOW research, unlike TRACK DCAA. This is

| e e o : ducted in 60 WHETHER partlybbecause itlis szfer, because it

N some countries e researcn is peing conaucted in gives better results, because it 100%
YOU CARRY

countries) cAPPricorn-1is already approved and will start THE GENE? prevents people from discovering their
soon. For example, this summer the first people with sporadic ' gegit'c Statusht?eca”seh"f S'dj effecgs
CAA in Canada will participate. Because cAPPricorn-1is taking IS BEEELES TS By LI Slisl Gan Be
: . , conducted faster. We will discuss this in
off, Alnylam is obliged to place part of the protocol online on el T A A i e Hesr Fune,
an American website (www.clinicaltrials.gov). This means that
the not yet final design of the protocol for cAPPricorn-1in

people with DCAA is also online. IS THERE A There is no maximum age up to which you
MAXIMUM ¢an participate in the study. There are a

number of limits: for example, how far
DCAA has progressed. That is why,
before you can participate, a screening is

The protocol specifies who can and cannot participate and
what the study (CAPPricorn-1) will look like exactly. It is
designed with a lot of input from both Dutchtype CAA and
sporadic CAA experts. Together they decided on a design for
the study that makes the most sense from a scientific and
ethical perspective.

The choices they made are NOT final, because regulators can
impose on changes in the protocol if they feel that would
better the study or participants.

With part of the protocol going online, we are faced witha  [AXe] =¥
dilemma. We expect that the information shared will have an
impact on you, even if it is not yet final. We know that many of A et he rasEee h GariE T

you are anxiously awaiting whether you can participate and
have been involved in the entire process of the research so far.
Because we have promised to keep you informed and want to
ensure, in consultation with Alnylam and the research teams, IE YOU ARE The inclusion criteria for TRACK DCAA
that the choices made are understandable to everyone, we are IN TRACK and the drug study are not exactly the

already including you, even though the design is not final. same. This is because Alnylam has
DCAA, ARE
YOU learned a lot from research so far, thanks

We will soon plan a meeting in which we will give you the toyou, and is applying this to the ALN-
P g & y AUTOMATI- APP study. Anyone who participates in

opportunity to ask all your questions. During this meeting we CALLYIN  TRACK DCAA knows that he or she is
also pay attention to the question: do | want to be tested for THE ALN-  sene carrier a'nd 5 B0 vears andl el e

the gene in order to participate in drug research? APP invited for a so-called 'assessment".
STUDY? Various tests will be used to determine
If you have any burning questions, you can always contact whether you can participate. If not, you

Sanne van Rijn (svan rijn@hchwa—d.nl). are invited to continue participating in
TRACK DCAA.
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Inclusion- and
exclusioncriteria

Many of you already are aware of Alnylam’s plans to study
the effect of ALN-APP in Dutchtype CAA. Currently, Alnylam
is in the process of selecting Perth as a site for the study.
When approved, Australian regulators will have to approve ARE LUMBAR ALN-APP is administered through a

the study as well. Meanwhile, Alnylam has finalized the PUNCTURES lumbar puncture, because that is the
protocol for the study. PART OF THE ©only way itends up in the right place:
ALN-APP the Ic.Jr.aln. Therefore you can only |
The protocol specifies who can and cannot participate and [EFSSTEv SRATEIBIPBILE (T 1t LN Siely 1
what the study (cAPPricorn-1) will look like exactly. It is gz::irrzes to a number of lumbar
designed with a lot of input from both Dutchtype CAA and
sporadic CAA experts. Together they decided on a design for g

the study that makes the most sense from a scientific and
ethical perspective.
The choices they made are NOT final, because regulators can OR THERE T S VN SR
impose on changes in the protocol if they feel that would OTHER criteria mentioned earlier, there are a

better the study or participants. - -
yorp e INCLUSION number of other things that determine

. . . . CRITERIA? whether you can participate, such.as |

In some countries (the research is being conducted in 60 your BMI and pregnancy. These criteria
countries) cAPPricorn-1is already approved and will start will be shared in more detail later.
soon. For example, this summer the first people with

sporadic CAA in Canada will participate. Because cAPPricorn-

1 is taking off, Alnylam is obliged to place part of the protocol

online on an American website (www.clinicaltrials.gov). This E»leR4ell No, we do not yet know whether ALN-

means that the not yet final design of the protocol for MISS OUT APP works, which is why it is being

cAPPricorn-1in people with DCAA is also online. ON A rg’ret?;isztts?r'] 'tfhf:tzz;";sl:iave )
TREATMENT '

: . . . chance that you will receive something
With part of the protocol going online, we are faced witha Riigl3NRELe1V) that slows down the disease, but we

dilemma. We expect that the information shared will have an FAlz{=2\10a) will only know after the study finished
impact on you, even if it is not yet final. We know that many JSRle]l=]18 2y whether or not that is true.

of you are anxiously awaiting whether you can participate 9
and have been involved in the entire process of the research

e
so far.

Because we have promised to keep you informed and want to I 12210 - SRCER IR s lgd vl o2 R Tel V)R o<
AR R AL = AT R AW N E M M RN E MR- U PLACEBO  Placedinaso-called placebo group.
: This means that you do not get ALN-
that the choices made are understandable to everyone, we GROUP?

. . . ' . APP, but a liquid without the active
are already including you, even though the design is not final. Sl T s allimost alweys S8 o &

study, because people sometimes
We will soon plan a meeting in which we will give you the show improvement because they think

opportunity to ask all your questions. During this meeting we they are receiV_ing a drug (the placebo
also pay attention to the question: do | want to be tested for effect). By adding a placebo group, a

. . . . comparision between the effect of
?
the gene in order to participate in drug research” ALN-PP and placebo can me be made

If you have any burning questions, you can always contact
Sanne van Rijn (svanrijn@hchwa-d.nl).

WANT TO LEARN MORE ABOUT ALN-APP?IN AUGUST 2023
THE PERTH RESEARCH TEAM AND ALNYLAM JOINED US
FOR A WEBINAR ABOUT THE POTENTIAL DRUG. ASK SANNE
FORALINKTO THE RECORDING AT
SVANRIUN@HCHWA-D.NL




