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Uvod: definice amyloidézy

Amyloiddza je multisystémé onemocnéni charakterizované extracelularni depozici
materialu fibrilarni struktury v rlznych tkanich, jedna se o souhrnné oznaceni skupiny

onemocnéni, které maji rozdilnou etiologii, ale spolec¢né histologické vlastnosti (barveni
Kongo Cerveni). .
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3 hlavni typy amyloidozy, které postihuji srdce (>98%):

1) Light-chain (AL) amyloiddsa.

e Postizeni srdcev 60 — 75%.

2) Wild-type transthyretinovd amyloiddza
(WtATTR) neboli senilni amyloiddza.
* Relativné ¢asty vyskyt ve vyssim véku u pacientt se
srdec¢nim selhanim, ¢asto nediagnostikovano.

3) Hereditarni transthyretinova amyloiddza
(hATTR).

« Nékolik jednotek pFipadt v CR.

Ruberg FL, et al. JACC 2019, Transthyretin amyloid cardiomyopathy
Giada Bianchi,et al. JACC: CardioOncology 2019, AL Amyloidosis: Current Chemotherz
Cleveland Clinic Journal of Medicine December 2017, 84 (12 suppl 3) 12-26;
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Srdec¢ni amyloiddza ve FN Ostrava
Cil:

Charakteristika pacientu s nové diagnostikovanou srdecni amyloidézou ve FN
Ostrava od roku 2021 do pocatku roku 2024.

Soubor a metodika:

Retrospektivni observacni studie analvzuiici pacientv s nové diagnostikovanou
amvloidozou srdecni (na zaklade ESC stanoviska pro diagnostiku a léCbu z roku
2021).

Bvla analvzovana data celkem 52 pacientt, 31 pacientu s ATTR, 21 pacientt
s AL amyloidozou srdecni.
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Extrakardialni postiZzeni “red flags“

Macroglossia (AL).
African American ethnicity;

Family history of cardiomyopathy I
(ATTR). \.

Spinal stenosis .——,\
(ATTR).

’,

R

Biceps tendon rupture
(ATTR).

Muscle weakness; cachexia
(AL/ATTR).

Gastrointestinal
upset (nausea,
constipation,

Elevated liver enzymes gastroparesis)

(ALATTR). (ALUATTR).
\ Carpal tunnel syndrome
(bilateral) (ATTR >AL).
Renal insufficiency (AL > ATTR).
Nephrotic syndrome (AL).

&
./ ‘o ’:
O
Hip or knee arthroplasty ¢ ___o Easy bleeding or
(ATTR>AL). .& — i Ny
o9

bruising (AL).

\ Polyneuropathy
S

(sensorimotor)
- &——=@ and autonomic
dysfunction

(ALATTR).
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Diagnostika srde¢ni amyloidozy

)

Haematologic tests

?*"Te-DPD/PYP/HMDP (serum free-light chain
Scintigraphy with SPECT quantification & serum and
urine immunofixation)
\ J
|
Scintigraphy grade 0 Scintigraphy grade 1-3 Scintigraphy grade O Scintigraphy grade 1-3
| Haematologic tests - | Haematologic tests - Haematologic tests + | | Haematologic tests + |

‘ I Grade 2-3 Grade 1 I ' ’

AL/ATTR cardiac " ’ AL amyloidosis? Histological

amyloidosis Cardiac ATTR Histological CMR CMR < or confirmation
unlikely amyloidosis confirmation negative inconclusive (usually cardiac)
(cardiac/extracardiac)

‘ ' to diagnose ‘ ‘ to subtype

If suspicion persists TR qanetic testing Amyloidosis Histological
consider CMR - - - . .

followed bv biops ATTRwt / ATTRv unlikely :Eonﬂrmat on

TR (cardiac/extracardiac)

to diagnose
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Diagnostika — zobrazovaci metody

Srdecni amyloiddza ATTR AL
(N=52) (N=31) (N=21)

Perugini score 2+3, n (%) 37 (72) 30 (97) 0 (0)
CMR, n (%) 13 (25) 5(31) 8 (38)
EMB, n (%) 25 (48) 20 (65) 5 (24)

Archiv FNO, MR dokumentaci naseho pacienta poskytl dr. Pleva Martin, nemocnice Tfinec — Podlesi

GS=-11.8%
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Laboratorni diagnostika

Srde¢ni amyloidéza ATTR AL

(N=52) (N=31) (N=21)
NT-proBNP (pg/ml) median 7622 3377 5573
NT-proBNP (pg/ml) 1991 - 8676 1816 - 6722 211-9148
interquartile range
NT-proBNP positive 51 (98) 30 (97) 21 (100)
(>125pg/ml),n (%)
|Hs-TnT (ng/ml) median 70 62 178
|Hs-TnT interquartile range 43 - 289 42 -76 59 -397
Hs-TnT positive (>14 ng/ml), % 50 (96) 29 (94) 21 (100)
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Demografické udaje, klinicka charakteristika

Srdecni amyloiddza ATTR AL
(N=52) (N=31) (N=21)
Vék, prameér 74 82 63
Muzi, n (%) 37 (72) 24 (77) 13 (62)
Hereditarni ATTR, n (%) 0 (0) 0 (0)
NYHA [l1+VI, n (%) 37 (71) 20 (65) 17 (81)
Kardiostimulator 11 (21) 9 (29) 2 (10)
BiV ICD 1(2) 1 (3%) 0 (0)
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Echokardiografické parametry

Srdecni amyloiddza ATTR AL
(N=52) (N=31) (N=21)

IVSD (mm), mean+SD 17,7£2,8 18,313,1 16,8+1,9
LV EF (%), mean+SD 49,7+8,5 51,1+8,3 47,6%8,4
LAVI (ml/m2), mean+SD 52,0+12,9 53,6x11,4 50,0%+14,6
E’ septal (cm/s), mean+SD 4,6+1,6 4,8+1,8 4,5+1,2
E’ lateral (cm/s), meanSD 6,1£2,3 6,112,3 6,0£2,4
RV pulsed doppler S 10,8 3,1 10,3+ 2,5 11,5+ 3,5
wave(cm/s), meantSD

Grade Il diastolic 22 (43) 13 (42) 9 (42)

dysfunction, n (%)
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Specificka terapie srdecni amyloidozy

e 32z 21 pacientu s AL amyloidézou byli referovani k uspésné OTS.

9731 pacientu s ATTR je lé€eno tafamidisem, delay pfi zahajeni [éCby 6 — 12 més

1.04—
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084 o ee— Pooled Tafamidis
b ! __\- b ! —
= "“—|_|_| T ——
= T
m 0.6+ 0 - N b
o 30% reduction in the -
o risk of all-cause Flacebo
m - - - g=
g 04 mortality with tafamidis
= compared with placebo
0.2
Hazard ratio, 0.698 (25% CI, 0.508-0.958); P=0.0259
0.04
T T T T T T T T T T T T
] 3 4] ] 12 15 18 21 24 27 30 33
Months from First Dose
MNo. at Risk
Patients Remaining at Risk
{Cumulative Events)
Tafamidis 284 259 252 244 235 222 218 209 200 183 a9
1] 5 12 20 29 42 48 55 G4 T 78 T8
Placebe 177 173 171 163 161 150 141 131 118 113 51 o
s} 4 6 14 16 27 36 46 59 64 75 T&

J Heart Fail. 2021 Feb; 23(2): 277-285, Attract trial all — cause mortality
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8048553/

Analysis of All-Cause Mortality

Probability of Survival

10+

034

024

0.1

0.0

" Pooled tafamidis

Survival curves take 18
months to separate

Placebo

Hazard ratio, 0.70 (95% Cl, 0.51-0.96)

P Value from
Finkelstein-
Schoenfeld Survival Analysis A |
Subgroup Method Hazard Ratio (95% CI)  Int
Overall — pooled tafamidis  <0.001 '
vs. placebo
TTR genotype
ATTRm 0.30
ATTRwt <0.001
NYHA baseline
Class lorll <0.001
Class Il 0.78
Dose
80 mg vs. placebo 0.003
20 mg vs. placebo 0.005 T
025 0.50 1,00 2,00

Subgroup analysis: Benefit
in NYHA I-Il, not NYHA IlI

Months since First Dose

Maurer M ef al. N Enal J Med 2019:380:196-197
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é _— Treatment of Cardiac Amyloidosis

Value Statement: Low |2. At 2020 list prices, tafamidis provides low economic value (>$180,000 per QALY gained) in

Value (B-NR) patients with HF with wild-type or variant transthyretin cardiac amyloidosis.
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Mortalita pacientu

Mortalita, n (%)

Srde¢ni amyloidéza ATTR AL
(N=52) (N=31) (N=21)
13 (25) 4 (13) 9 (43)
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Zaver

Srdecni amyloiddza predstavuje velice zavazné onemocni.

Pro diagnostiku je nutné mit predevsim povédomi o tomto onemocneni.
Kardialni a extrakardialni manifestace ,red flags®.

Casna diagnostika mlze vyznamné ovlivnit prognézu pacienta.

V nasi skupiné pacientu je zrejmy fenomén relativné pozdniho zachytu onemocnéni kdy

vétsina pacientu méla pri diagnostice manifestni srdecni selhani ve funkéni tridé NYHA III.
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Dékuji Vam za pozornost

Precursor protein Amyloid
Amyloid Clearance

S —
—-

Amyloid formation

Stabilise amyloid-
Greater TTR forming proteins
knockdown
B shoat hiaaksre Enhance removal of
?NTLA-2001 existing amyloid

Reduce supply of
amyloid
precursor
protein

* Inmunotherapy
= SAP depletion

More complete
stabilization in vivo

?Acoramidis

Antibody-mediated
amyloid clearance

<

?NI06
?NN6019 (PRX004)

Julian Gilmore, UCL Centre for Amyloidosis & NHS National Amyloidosis Centre
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Amyloid Removal: The Holy Gralil
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