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HAT RESOURCES DO YOU CURRENTLY HAVE?
2. WHATS USEFUL ABOUT THE RESOURES?
3, WHAT IS MISSING?
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Risk genes for ALS show patterns

307 @ Implicated in protein homeostasis NEK1
B Involved in altered RNA-binding proteins

B Involved in cytoskeletal proteins
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ALS mysteries

* Genes
= ALS genes also cause other diseases
* Exact steps differ at one or more points
* Not all gene carriers develop ALS
* Need to experience all 6 steps
* Environment
* Causes difficult to find
= Different factors can trigger the same
molecular step

* Time
* Increasing risk with age
* Takes time to accumulate all steps
* No single cause

« Different factors can trigger the same
molecular step

* Age-dependent gene penetrance
* Takes time to accumulate all steps




Is ALS a multistep process?

* Ln (incidence) = [n-1][In(t)] + “stuff”
» Remember, t = age

« If ALS is a multistep process then:
In (incidence) vs In (age)
* is a straight line

* has gradient n-1 where n is the
number of steps

Al-Chalabi A, Lancet Neurology 2014
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Worked with multiple stakeholders to launch the trial efficiently
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—~ mRNA @ TorP43

Motor neuron in motor cortex Spinal motor neuror|
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® TDP-43 aggregates in both cell bodies and axons.
® Axonal TDP-43 aggregations cause axonal degenerations.

(Alami N, et al. Neuron. 2014; Nagano S, et al. Acta Neuropathol. 2020)
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SESSION 5: BREAKING THE NEWS
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A-L S-PIKES Protocol for Delivering News in ALS/MND ﬂ
(at diagnosis and throughout the disease course)

A Advance Preparation This program will focus on delivering news in the
|. S ; : early stage of ALS/MND (i.e., delivery of diagnosis

Location & Setting and “aftermath” period). However, these
communication skills can be used at other time
points throughout the disease trajectory by all
ALS/MND team members.

Patient’s Perceptions

I Invitation I
What needs to be communicated at different
K Knowled ge stages differs, but the skills for communicating

are essentially the same.

Empathy/Emotions
This protocol has been adapted from the SPIKES protocol
Strategy & Su mmary developed for delivering oncologic diagnoses.
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" LS - Location & Setting

Have the conversation in
a quiet, comfortable and Q Limit interruptions
private area Make eye contact and sit |
close to the patient with
no barriers between you
In-person, face-to-face Make sure a box of
tissues is on-hand
Ensure clinical nurse
Arrange for adequate Include specialist or social worker
time to ensure there is caregiver/family/friends are avallable
no rushing as patient desires
S e e 1)
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S - Strategy & Summary
Explore the patient's agenda (ICE) Consider providing a written M@
O Ideas - what may help summary for them to take home
o Concerns - what is worrying them the
most at this time
o Expectations - what are their hopes for Reassure that the ALS/MND team
next steps/for the future is available to support them

o Every attempt will be made to
e maintain their function
o Their treatment decisions will be

Recommend a strategy/plan for next

steps based on the discussion respected
o Askthe person living with ALSMND o They will continue to be cared for and
and caregiver to repeat to you their will not be “abandoned”

understanding of the plan

5 ; Provide reliable resources, including '
QSummanze the conversation ALS/MND patient organizations |
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' Do NOT'’s in Breaking News

———1 Talk in a “non-safe” space J

———{ Assume you know what they are feeling

I

—L Assume they know about ALS/MND |

D 0 N O T —q Deliver without emotion I

——‘ Talk over the patient and caregiver J

——| Assume they don't know about ALS/MND J

Abandon the patient and caregiver after
communicating the news
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AUG 2017 FDA approves Amylyx announces plans
DEC 2019 AMX0035 for to initiate pivotal trial of
AMX0035 in progressive

First participant dosed in
CENTAUR ALS clinical trial CENTAUR trial meets treatment of ALS in
its primary end point adults
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supranuclear palsy
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APR 2019

[ 2013
Cohen and Justin First participant dosed Health Canada First visit in
bé start Amylyx in PEGASUS Alzheimer's approves AMX0035 HELIOS clinical
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treatment of ALS syndrome
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. e Primary End Point:

259 Slower Decline in Function®
ALSFRS-R Total at Week 24: mITT (N=135)°
] Difference in Slope of ALSFRSR
o Decline at Week 24:
8 350 :
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CENTAUR Summary

a US multicenter, randomized placebo-
slowed ALS progression

« CENTAUR was controlled trial*

« primary end point was met: AMX0035 significantly
vs placebo as measured by ALSFRS-R*

. AMX0035 also prolonged time to death, first hospitalization,
tracheostomy/PAV vs placebo®?

and

01,4

« No difference in plasma neurofilament levels with AMX0035 vs placeb
— Lower YKL-40 levels observed with AMX0035 vs placebo in post hoc analysis®

« AMX0035 was generally well tolerated; GI AEs occurred -
g more fre
the AMX0035 group vs placebo* quently in
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