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Kadegpa naTtonoriyHoOl aHaTOMIl
AmMIinoino3 cepua

BukoHanu: ctyaeHT 3 Kypcy 136 rpynu
LLleBuyK OnekcaHgp OnekcaHapoBuY Ta

cTyaeHT 12a rpynn [layeHKo Makcum
[BaHOBWMY

HaykoBuii kepiBHUK: CKOpyK A.T.



AKTYaNbHICTb MeTa

* B OCHOBI CUCTEMHOTO aminoiaosy * PO3MAHYTU aMINIOTA03 He AK
JIEXUTb NOpPYLUEHHA MmeTaboniamy CUCTEMHE 3aXBOPIOBAHHA, a AK
NPOTEIHIB, BHACNIAO0K YOro y OKpemy naTosorito cepusA.

TKaHWHAX PI3HUX OpPraHiB
BiAKNAAAETbCA XapaKTEPHUN
naTonoriyHum 6inKoBMM maTtepian.
OcTaHHI A4OCNIAXKEeHHA MOKa3yoTb,
o B ocib ctapwe 80 poKiB.,
CNOCTEpPIraeTbCA BigKNaAAHHA
aminoiay, 6inbwe aky 20%
BMNAaAKiB.



AMINOIA03

AMinoioo3, abo aminoigHa
anctpodia, - CTPOMaNbHO-
CYAUHHUIN ANCNPOTEIHO3, WO
CYNPOBOAKYETLCA IMNOOKUM
nopyweHHAM 6inKkoBoro
0bMiHy, noABOO
aHOManbHoro pibpunapHoro
6inKa i yTBOpEHHAM B
CMONYYHIN TKAHWUHI Ta
CTIHKaX CyAUH CKNaaHol
PEYOBUHWU - AMis0idy.
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AMINIOIA03 cepuA

AMiNoigo3 cepus XxapaKTePU3YETbCA BiAKNAAEHHAM aminoigHnx ¢ibpunn B MioKapAai, iHTepCcTuLii,
O MOPYLUYE apXITEKTYPY MiOKapAa Ta BUK/IMKAE TMNOBI 3MiHM B cepui. HanvacTiwe cepue

BpaXaloTb HACTYMNHi ABi popmMM aminoigosy: imyHOrnobyniHOBMM aminoigo3 Nerkoro saHutora
(AN) i TpaHCTMpeTMHOBMﬁ aminoino3s (ATTR).
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Amyloidosis type

Protein

Hereditary

Frequency of heart
involvement

Median survival from diagnosis
(months)

Usual extracardiac signs

AL

ATTRwt

ATTRv

AA

AFib

AApoAI

AApoAll

AApoAIV

AB2M

AGel

Immunoglobulin light
chain

Transthyretin

Transthyretin

Serum amyloid A

Fibrinogen a

Apolipoprotein A-I

Apolipoprotein A-ll

Apolipoprotein A-1V

B2-microglobulin

Gelsolin

No

No

Yes

No

Yes

Yes

Yes

No

No

Yes

70%

100%
30-100%

Depending on the mutation
5%

Rare

Rare

Depending on the mutation

Rare

Depending on the mutation

Unknown
80%
5%

6 (if HF at diagnosis and not
treated)

57
31 (Vall42lle)

69 (non-Vall42lle)

133

180
No data.

Probably >120

No data

79

No data

Near normal life expectancy

Nephropathy, proteinuria, autonomic dysfunction,
polyneuropathy, macroglossia, spontaneous bruising,
liver involvement

CTS, LSS, ruptured biceps tendon

Polyneuropathy, orthostatic hypotension, vitreous
opacities, gastrointestinal problems

Renal impairment (95%), proteinuria, hepatomegaly,
gastrointestinal problems

Renal impairment, proteinuria

Primarily renal impairment, proteinuria,
hepatosplenomegaly, adrenal insufficiency, dysphonia
due to laryngeal involvement

Primarily renal impairment, proteinuria

Primarily renal impairment

Long-term dialysis, CTS, joint problems

Corneal lattice dystrophy, cutis laxa, drooping eyelids,
paresthaesia, proteinuria (rare



TYPES OF AMYLOIDOSIS

PATHOGENESIS AND PATHOPHYSIOLOGY OF CARDIAC AMYLOIDOSIS

ATTR- AMYLOIDOSIS

Transthyretin from

TTR Gene Silencers:

Inotersen @ Liver Prone to

Patisiran Misfolding
TTR Stabilizers: - e :
Tafamidis
Dimers
Monomers

AL-AMYLOIDOSIS

Chemotherapy Excess Circulating

Stem Cell—e-i Immunoglobulin Light
Transplantation Chains From a Plasma

Cell Dyscrasia

Cardiac Biomarker Release

Serum
NT pro-BNP

'—-' Troponin

Myocardial Amyloid Infiltration

TTR amyloid fibrils

Or Cardiac Dysfunction
AL amyloid fibrils Echo/CMR
Definitive Diagnosis Global longitudinal strain
Endomyocardial Biopsy with Left ventricular ejection fraction
3 ’ Restrictive filling pattern
typing Small “a” wave

Non-invasive Diagnosis
SPECT: #“™Tc-bone avid tracers-
ATTR Amyloid
PET: **-C-, *® F-amyloid tracers-al
AL & ATTR Amyloid

L Cardiac Structural Changes
| Echo/CMR

ECV expansion
Changes in native T1
Thick left and right ventricles
\ ’ 1 Bi-atrial enlargement
' Interatrial septal thickening
Valve thickening
Pericardial effusion
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KopomkKi 3pi3u eKkcrnaaHmo8aHo20 Be/UK020 [amosio2iYyHo020 3pA3KAd HAMUBHO20 CepuUA 3 BUPAXHEHUM
MMOMOBWEHHAM CMIHOK W/YHOYKI8, HernponopyilHUM 3a7y4YeHHAM MiXWAYHOYKOBOI rnepe2opo0Ku (HAKOHEeYHUKU
CMPpInoK), i 80CKOBUM BU2/1900M [OBEPXHI PO3pidy MioKapda yepe3 Oughy3He iHmepcmuuiasbHe BiOKAa0eHHSA
aminoioy.
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: Mikpogpomoepadpia 3paskKa,
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36inbWeHHi MNoKa3ye 08i mooeni
8I0KNA0eHHA aminoidy 8 mioKapoi:
nepuuentonapHul MQ/TIOHOK
(cmpinku) i 8y3nuxkosuli mMasOHOK
(nyHKMuUpHUt KOHMyp).
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J11arHOCTUKA

KntoyoBy ponb B OUiHUI Ta

NIKYBAaHHI aminoigosy cepus

BiAirpatoTb:
Exokapaiorpadis;
MarHiTHO-pe3oHaHCHa
Tomorpadia cepua (MPT);

OpHOpOTOHHA eMmiciHa
Tomorpadia (SPECT);

MNo3nTpoHHO-emicinHa
Tomorpadia (MET).

C. Electrocardiogram




JIIKYyBaHHA

« Liver Transplantation *

* Genetic editing

« Genetic Silencers *
o Patisiran i
o Inotersen ST . TD::".::&T Wﬁ* i AETTvalbcuNov‘um
o Vutrisiran . unisa
o TTR-LRx « Acoramidis Y o clinical trials

P~
TTR stabilization o~ * Effective in
= ATTR Cardiac
> clinical trials

Dissociation * Ongoing ATTR
. clinical trials
"
Available
X without clinical
trials

* Doxycicline 5.
- Doxycicline - TUDCA Yt
* ECGC (green tea) ¥
* Antibodies
o PRX004

o mNwoos W
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