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Can dyspnea In terminal stages be
relieved by therapeutic intervention?
» Dyspnea from respiratory muscle

weakness occurs in approximately 50%
of patients with ALS.

(O’ Brien T 1992, Oliver D 193, 9 Saunders C 1981)
40% suddendeath (K12hr), 18% (24hr) (O’ Brien T 1992)
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» Relief of dyspnea using opioids was rated
asA i%od by 81% of hospice patients with
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http://www.stchristophers.org.uk/
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PERCENTAGE OF THE MAIN CAUSE OF DEATH

BY GENDER / AGE CLASS (2023)
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Cirrhosis of the liver 1,70% Multi-drug-resistant tuberculosis 0,80%
Kidney disease 2.02%} Parkinson disease 0,48%

—
Diabetes mellitus 4.59% Rheumatoid arthritis 0.27%
HIV/AIDS 5.71% [ i

Multiple sclerosis 0,04%,_
Chronic obstructlvel

pulmonary disease 10,26%

COPD 10.3%

IWEKE » BXZEP38.5%
Cancer 34.01%J Cardiovascular

diseases 38.47%
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ERNERDIMEBEADSIENAIX34%ICTER,
66%IdIED A |

https://walthercenter.iu.edu/resources/international-resources/doc-WPCAWorldwide palliative care alliance) & WHO XD

files/wpca_global _atlas_of_palliative_care_2014.pdf



https://walthercenter.iu.edu/resources/international-resources/doc-files/wpca_global_atlas_of_palliative_care_2014.pdf

hiA
= SRHNME
"R
= iz 8
“ER
= fEEch SIS I S HE
= B#<S (ESRD)
= i
I SREDAE - =ALSPAShOEEN= 2 —O R
13.4%  15.2% ALS
HIV/AIDS
€01t

National Hospice and Palliative Care Organization in USA 2014

NHPCO 2014 National Summary of Hospice Care

https://www.nhpco.org/wp-content/uploads/2019/06/NDS 2014 National Summary.pdf
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Figure 12: CY 2021 Hospice cases by primary diagnosis (percentage)
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lIness Trajectory of three patterns
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L S — o~ o Oki R, et al. Efficacy and safety of ultrahigh-dose
)< 1/ N\ 7 l / methylcobalamin in early-stage amyotrophic lateral
sclerosis a randomized clinical trial. JAMA Neurol.

o BIZ2[E|Fh A F BT 2022;79(6):575-583.

JAMA Neurology

RCT: Efficacy and Safety of Ultrahigh-Dose Methylcobalamin in Early-Stage Amyotrophic Lateral Sclerosis:
A Randomized Clinical Trial

POPULATION INTERVENTION FINDINGS
74 Males, 55 Females 129 Patients The methylcobalamin group had a significantly lower reduction in
ALSFRS-R total score, representing slower function decline,
O compared with the placebo group
O “
o 42{ 8
5 -
B o
3 :
&
65 Ultrahigh-dose 64 Placebo i :
Adults with amyotrophic lateral sclerosis methylcobalamin Intramuscular infecti ]
3 { pection = 36 | » Methykobalame
diagnosed within 1y from onset Intramuscular injection of of placebo twice weekly o Plcebo
Meanage,61.0y methylcobalamin, 50 mg, for 16 wk
twice weekly for 16 wk o 7 < B %
Time from baseline, wk
SETTINGS / LOCATIONS Mean (SE) change in ALSFRS-R total score: !
N PRIMARY OUTCOME Methylcobalamin, -2.66 (0.61) - — ===
Mme = mu ln_,?p., Change in Revised Amyotrophic Lateral Scherosis Functional Rating Scale Placebo, -4.63(0.60)
o (ALSFRS-R) total score (range. 0-48, with lower scores indicating more Least square means difference: B— TR B T BirT v
severe symptoms) from baseline to week 16 1.97;95% C1, 044350, P« .01  ——— <
DEINF=/5:525m:
Oki R, zurm Y, Fujita K, et al; Japan Early-Stage Trial of Ultrahigh-Dose Methylcobalamin for ALS UETALS) Collabarators, Efficacy and safety of ultrahigh-dose methylcobalamin
n early-stage amyotrophic lateral sclecosis: 3 randomized chnical trial. JAMA Newvol Publshed online May 9, 2022 doi 0100V 2maneurol 2022 0501

https://jamanetwork.com/journals/jamaneurology/fulla

ticle/2792228
rticle/ https://www.eisai.co.jp/news/2024/news202487.html
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C9orf72
ALS @ {b\ /71,]_ E_ North America if;;gp
Akcimen, F., Lopez, E.R,,
Landers, J.E. et al. o
Amyotrophic lateral sclerosis:
translating genetic
discoveries into therapies. Sendinaye
Nat Rev Genet 24, 642-658
(2023). Asia

httpS//dO|Org/101038/8415 Australia
716-023-00592-y
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Mutation frequency in ALS cases

https://www.nature.com/articles/s41576-023-00592-y
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Global Amyotrophic Lateral Sclerosis Market
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https://www.sphericalinsights.com/jp/reports/amyotrophic-lateral-sclerosis-als-market
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a Y »ZE trihexyphenidyl (artane) 6~10mg
Oxybutynin hydrochloride(Pollakisu)3 ~9mg

Amitoriptylin (tryptanol)

Z2aARFIVERE (5%)

(Botox
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MERDPZ THOEZRASDDHD

VIRV ) EREAER

10~150mg

HTREADEA (Bushara 1997))
(Janzen 1988)
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LETTER

Reach and grasp by people with tetraplegia using a
neurally controlled robotic arm

Leigh R. Hochberg'~ D.a niel Bache B ata Jarosiewic '/,"r Nicolas Y. Masse®*, John D.Simcra]”“, Joern Vogel®*,
Sami Haddadin®, Jie Liu'-, Sydney S. C -h ', Patric 1\ n der Smagt” & John P. Donoghue'**

doi:10.1038/nature 11076
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