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Serum neurofilament light chain levels show promise as a biomarker for early detection and diagnosis of ATTRv
amyloidosis: A meta-analysis

MUL 1 IDISCIUINALKE -
el u v cl s Std. Mean Difference

5\ : | ? IV, Random, 95% ClI
higher | in symptomatic ATTRv patients than in t

health controls, with a relatively larger standard mean difference (SMD) of 3.36.
2

Symptomatic ATTRv Healthy Control Std. Mean Difference Std. Mean Difference *
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Maia, L.F (Cohort 1) 111.915 63.01 26 741 098 16 8.3% 2.06[1.28,2.83] 2020 " r
Maia, L.F (Cohort 2) 93.29 2219 18 741 098 16 B8.1% 5.18[3.71,6.65] 2020 -
Louwsma, J 68.38 26.44 53 885 141 15 8.3% 251 [1.79,3.23] 2020 -
Ticau, S (APOLLO_p'siran) 99.64 8977 136 21.95 31.78 57  8.4% 1.00 [0.67,1.32] 2021 |
Ticau, S (APOLLO_pbo) 87.45 5475 53 2185 31.78 57 8.4% 1.47 [1.04,1.89] 2021 r | L ! |
Loser, ¥ 2452 1145 14 7.3 061 4532 83% 19.93[19.27,20.60] 2022 - -100 &0 0 a0 100
Luigetti, M 85.23 36.87 15 1795 7.31 26 B.3% 2.89[1.97,3.80) 2022 - , : , :
Ticau, S (APOLLO_patisiran) 72 457 111 21.95 31.78 57 8.4% 1.20[0.85,1.54] 2023 r Symptomatic ATTRv Asymptomatic ATTRv
Ticau, S (APOLLO_placebo) 63.2 32.2 47 21985 31.78 57  8.4% 1.28[0.86,1.71] 2023
Ticau, S (P2 OLE_patisiran) 329 144 26 2185 31.78 a7 8.4% 0.39[-0.07,0.86) 2023
Gonzalez-Moreno, J 117.33 1407 29 9667 32.21 30 B.4% 0.82[0.28,1.35] 2024 Std. Mean Difference
Romano, A 74 4345 61 17.7 8.44 50  8.4% 1.71[1.27,2.15) 2024 r IV. Fixed. 95% CI

) ) b

Total (95% CI) 589 4970 100.0% 3.36 [0.99, 5.73] IQ
Heterogeneity: Tau®=17.42; Chi*= 2945.80, df= 11 (P = 0.00001); F=100% [100 -5=U b 510 100’
Test for overall effect: Z= 2.78 (P = 0.005) Symptomatic ATTRv Healthy Control

- A higher significant level of sNfl was observed in the symptomatic ATTRv patients

than in the asymptomatic ATTRv patient group with an SMD value of 1.77. , , ,
-100 -40 0 50 100
Symptomatic ATTRv=PND | Symptomatic ATTRvPND |

- There are relatively lower but insignificant sNfl levels in the
asymptomatic ATTRv group than in healthy controls, as shown in the
negative SMD value of -0.18.

CONCLUSION:
- A higher significant sNfl level in the greater than | Polyneuropathy In conclusion, the trends of increase in the levels of

Symptomatic ATTRv Amyloidosis patients with an SMD value of 1.39. as a potential biomarker for early detection and

diagnosis of ATTRv Amyloidosis this condition as

evidenced in the marked
Kwaku Appiah-Kubi, PhD (C. K. Tedam University of Technology and Applied Sciences)
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MAZEN HANNA, MD

Carpal Tunnel Syndrome Precedes Cardiac

SCREENING FOR AMYLOIDOSIS AT THE TIME OF CARPAL
TUNNEL RELEASE SURGERY IN REAL WORLD PRACTICE

SUCCESSFUL STRATEGY AT DIAGNOSING EARLY CARDIAC AMYLOIDOSIS
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LUMBAR SPINAL STENOSIS (LSS) AND CARPAL
TUNNEL SYNDROME (CTS) AS SURROGATES FOR
WILD-TYPE TRANSTHYRETIN AMYLOID
CARDIOMYOPATHY (ATTR-CM)

Laura Da Michieli ' 7, Suaan Geyor', Ellon McPhail', Mohamad Bydon', Benjamin Eldaer’, Julie
Rosenthal 4, MaryJurisson‘. Sanﬁcv Kakar', Alberto Cipriani, Omar Abou Ezzeddine',
Surendra Dasarn’, Mone Gertz', Martha Grogan'. Angela Dispenzierl’.

! Mayo Chnia, Rochestor, Minnocota, USA 2 Univeraity Of Padova, Padova, italy 7 Mayo Chnic,
Phoenix, Arizona, USA
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e Historically, ATTR-CM has been underdiagnosed
* We hypothesized that if there were a true association between ATTR-
CM
and LSS and/or CTS, patients with these diagnoses would have higher
rates of cardiac events and inferior survival compared to age-matched
controls
e Patients with LSS had a 1.6x higher rate of CHF, AF/AFL, PM/ICD and a
1.3 hazard rate of death compared to controls
e Patients with CTS had a 1.3x higher rate of CHF, AF/AFL, PM/ICD but
no difference in overall survival compared to controls
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CLINICAL IMPACT OF BETA-BLOCKER
WITHDRAWAL IN TRANSTHYRETIN
AMYLOID CARDIOMYOPATHY
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Conclusions:

eDiscontinuation of beta-blockers in patients with ATTR-CM leads
to clinical improvement at short term with increase in quality of
life and functional capacity.

eThere is an urgent need for randomized controlled clinical trials
to assess the use of HF medications in ATTR-CM.

[ METHODS: WITHORAWAL PROTOCOL = SPECIFIC TREATMENT SUPPORTIVE THERAPY ™ RESULTS: BASELINE CHARACTERISTICS =
FIRST VisiT ONE MONTH AFTER WITHORAWAL ::;:n“' . ATTR-CM patients inchuded in beta-blocker withdrawal prolocel (n=22)
- - — 3 -
- . 3 Earase 4 - - Lot heurn ECS Pusres
e || B | eDass Gy |
i i ' —- 5 - :-:-. N 3 o =, o "k‘;}". RS ___EPUS Svteettems
B — 8 - _ e S = .
’ & - - ' 1wN e . g .
:: L - AAaa v s
e 1@ ‘\" S l;..c_—l o~ -
e '.2".'.'; » i‘;_' msdlu o ro e v Treyoest
PROSPECTIVE &% 48
Meton syt 8, v o B | Soue Pk b 4_4 - WESUES vt SN Drviom
e —u
" RESULTS: BASELINE CHARACTERISTICS | vt 501
TSR G —— SUPPORTIVE THERAPY: Beta-blockers. Prescribe it or not?
[ [ — MR o O i aon |
[ O 30 ) ‘rul
e i = B RESULTS: BETA-BLOCKERS WITHDRAWAL-PROTOCOL
e s ?..‘,3,,' T = ,
el B oot | | -
: .- V 1=
RE§ULT§I BASELINE CHARACTERISTICS == 1 - -

B

| -
——
'n-nl- !

UEAsl
oMLy

1) motan
. '

E
r— “00

ttipewm




ACORAMIDIS ACHIEVES EARLY REDUCTION IN
CARDIOVASCULAR-RELATED DEATH OR HOSPITALIZATION
IN TRANSTHYRETIN AMYLOID CARDIOMYOPATHY (ATTR-CM):

RESULTS FROM THE ATTRibute-CM CLINICAL TRIAL ation Biermans-Lapdtre sPARIS
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Kevin M, Alexander', Daniel P, Judge® Francesco Cappell®, Marianna Fontana®, Pablo Garcia-
Pavia®, Martha Grogan®, Mazen Hanna', Ahmad Masn®, Mathew S. Maurer”, Laura Obici ™, Frem
Soman'’, Xioofan Cac'?, Joan Frangoiz Tamby'?, Suresh Siddhont'?, Leond Kotz'?, Jonathan C©
Fox'?, Kenneth W Mshaffey?? Juian D Gilmere!

¢ Acoramidis is a next-generation, investigational, near-complete TTR ACORAMIDIS SIGNIFICANTLY INPROVED CV OUTCOMES
stabilizer (>90%) for the treatment of patients with ATTR-CM3-5 COMPARED WITH PLACEBO
¢ Acoramidis demonstrated a significant improvement in a 4-step primary 0 curvnnoemarete ot s unth . nd ibesiily Sheme Troushitbusth B8
hierarchical endpoint of mortality, morbidity, and function in the phase 3 " : o L .
ATTRibute-CMa study6 e T T F—— Acoramidis treatment resulted in an
e Acoramidis also demonstrated a 50% relative risk reduction in the > i > o e o early and significant reduction in the
cumulative frequency of CVH compared with placebo over 30 months3,6 'i e —— composite en dp oint of CVM or first CVH
; T b3k CM o o in patients with ATTR-CM ATTR-CM,
METHODS: ATTRIBUTE-CM STUDY DESIGN .'7 transthyretin
e piraty ansper e amyloidcardiomyopathy; CVH,
R WX - - ‘ cardiovascular-related
15.2% sbsoluie risk roduction and 2 38 2% hazard redaction (p=0.0003) | hospitalization. CVM. cardiovascular-
’ ’
) Pacebe 0 related mortality; KM, Kaplan-Meier.
TN e R R ggusggsrwségg%ssuqr;fgmm CLINICAL early separation of KM curves at 3
months represents the most rapid
e R T Lt B e = clinical benefit on the composite
Participants wit 21 evert it endpoint of CVM and CVH
[rom—— v 5 % TR Any TEAES i (%) 413 (88.1) 206 {97 6) outcomes
_’1‘;_._:_(:-._ _____ AA G LR TEAE witt la%al culoome 6015 3:' ”"7"
o L P zaa TEAE leading o tosplaizztion 212 {50.4) 1284607
I S— 72017.0) 20 164) TEAE leading to shudy drug dsoonimaton #133) 18{8.5)
R Foq Yo Sus Any TESAEs, n (%) 20 (546 137 (643)
";f.'f‘.'-"‘x: T JME 2V ) N |1 1) IE:\‘ES m’nlm my Cm; d&“‘"wm 2‘ '5 0:' ’5 P 1:'
Masew ang l")’.‘.l(ll'l Aara) SIIA VIR .lllﬂ!
ey, .ot 270103 Ve 4. 1) Severe TEAEs, n [P 157(37.3) 05 453)
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COMBINATION THERAPY APPLIES TO OTHER DISEASES
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RV-PA uncoupling is a strong predictor of mortality in Jeudi 13 juin 2024
transthyretin amyloid cardiomyopathy ion Biermans-Lapotre sPARIS
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S. K. Schwarting'2, M. Poledniczek?, E. Hofmann?, N. Frey?, S. Kaeaeb', U. Hegenbart®,
S. Schoenland?, F. Aus dem Siepen?

RV-PA uncoupling is sssociated with worss outcome in ATTR-CM
Analysis on a typical ATTR-CM cohort — Baseline characteristics
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CLINICAL TRIALS DEMONSTRATING EFFICACY OF
ICD TO REDUCE MORTALITY
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primary prevention)
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* Prise de conscience de la complexité de I'amylose cardiaque

* Nécessité de trouver de nouveaux moyens de diagnostic précoces

* Biomarqueurs, imagerie, intelligence artificielle, combinaison de plusieurs
parametres

* Importance de la qualité de vie du patient et du vécu des amyloses AL
* Prise en charge et évaluation globale

e Evolution de |la protéomique compréhension et de |la I’héterogenité de la
réponse au traitement

e Pour les AL : évolution thérapeutique , obtention de réponse
hématologique rapide et profonde , importance de I'évaluation de la
réponse organe



