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Amyloidose - was ist das?

m Amyloid ist ein Krankheit, die durch die
krankhafte Ablagerung von Eiweil3 im Gewebe
entsteht.
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= Amyloid entsteht, wenn EiweiRmolekule im
Gewebe aneinanderhaften und nicht mehr in

Losung gehen

Bei Bildung eines krankhaften Eiweildmolekule (AL)

Bel krankhafter Struktur des Eiweil3 (erbliche Form; ATTR)
Bel dauerhaft zu hoher Produktion von Eiweildmolekulen
(AA)

Well wir alt werden (Alters-ATTR)

Well ein Eiweildmolekul nicht richtig
abgebaut/ausgeschieden wird
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Ursache AL vs ATTR Amyloidose
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Organbeteiligung bei
Amyloidosen

Vitreous opacities % ’—/—© Progressive dementia

| |
Glaucoma

| |
Abnormal conjunctival vessels _ ;l\tilax(ij:c;he
Pupillary abnormalities = Seizure

| |

| |

Spastic paresis
Stroke-like episode

Nausea & vomiting

sarly safiety (1) cardiovascular Manifestations
Diarrhea .

Severe constipation . ggpcﬁgg}&);pglt?&k

Alternating episodes of = Arthythmia

diarrhea & constipation

Unintentional weight loss

_ + Proteinuria

= Renal failure

Orthostatic hypotension _

Recurrent urinary tract infections = Typically axonal, fiber-length-dependent,
(due to urinary retention) symmetric, and relentlessly progressive
Sexual dysfunction in distal to proximal direction

Sweating abnormalities

Adaptiert nach Conceicaol et al. J PeripherNervSyst. 2016;21(1):5-9.
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Herzamyloidose

&ANGIOLOGIE




~
. Universitatsklinik f. Innere Medizin Ill “
-_ KARDIOLO 13(’)
3t

&ANGIOLO

Was sind die Symptome der
Herzamyloidose?

« Kurzatmigkeit bei Belastung o I b e
e Husten 1
« Wassereinlagerungen
— Lunge P%w’moﬂ;sion N 4
. (:’;?:SSHM
— Beine M:ﬁm) :
— Bauch T

* Angina pectoris
* Herzstolpern
* Herzrhythmusstérungen
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Welche Untersuchungsmaglichkeiten
bestehen?
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Herzamyloidose - EKG
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99MmTc-DPD Knochenszintigraphie

Semiquantitative Analyse von Tracer Retention

Perugini Kard. Skelet.
= y Score Traceraufnahme | Traceraufnahme
1 »
H t 0 neg normal
. : 1 schwach, weniger  normal
\ B als im Skelett
- \ "
+ "8/
2 moderat, abgeschwécht
vergleichbar od,
héher als im
Skelett
grade 0 || grade 1 grade 2 | grade 3 3 stark abgeschwécht
— oder nicht
Figure 1. Visua grading scale for cardiac uptake on planar imaging (from left to right: grade 0, 1, 2 and 3). VOFhanden

Perugini E, et al. JACC 2005; 1076-84
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Herzamyloidose - EMB
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Probability of survival [%]

.
Herzamyloidose vs.

andere Herzmuskelerkrankungen
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Amyloid CM

Log rank test: p<0.001

| | | I |
2 4 6 8 10

Survival [years]
Kocher F, Poelzl G, et al. submitted 2019
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When and how do patients with cardiac amyloidosis die?

F.Escher?. M.Senoner' - J. Doerler’ - M. M. Zaruba' - M. Messner' - C. Mussner-Seeber! - M. Ebert’ - C. Ensinger® -
A. Mair* - A. Kroiss® - H. Ulmer® - . Schneiderbauer-Porod’ - C. Ebner® - G. Poelzl’

Received: 11 January 2019/ Accepted: 7 May 2019
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Therapiemoglichkeiten bel
Herzamyloidose

@ Medikamente
m Blutverdinnung
m Schrittmacher
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Therapieoptionen bei CA

A Light Chain Amyloidosis

11-1F4 NECDOO1* Heoart
GSK2398852*

B Transthyretin Amyloidosis

Transthyretin

Gastrolntestioal
Tract

Soft Tissue
AG10 Tafamidis
Difunisal  Tolcapone
i
GSK2398852¢  PRX004
Peripheral/
Autonomic

Nervous System
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Tafamidis Treatment for Patients

with Transthyretin Amyloid Cardiomyopathy

A Primary Analysis, with Finkelstein-Schoenfeld Method

P Value from Average Cardiovascular-Related
No.of  Finkelstein-Schoenfeld ~ Win Ratio  Patients Alive  Hospitalizations during 30 Mo
Patients Method (95% C1) at Mo 30 among Those Alive at Mo 30
no. (%) per patient per yr
Pooled Tafamidis 264 186 (70.5) 0.30
<0.001 1.70 (1.26-2.29)
Placebo 177 101 (57.1) 0.46

B Analysis of All-Cause Mortality
1.0

0.94

0.8+

Pooled tafamidis
0.74

0.6+

0.5 Placebo

0.4+

Probability of Survival

0.3

0.2

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

Oc T T T T T T T T T T 1
0 3 6 9 12 15 13 21 24 27 30 33

Months since First Dose

No. at Risk (cumulative no. of events)
Pooled tafamidis 264 (0) 259 (5) 252 (12) 244 (20) 235 (29) 222 (42) 216 (48) 209 (55) 200 (64) 193 (71) 99 (78) 0 (78)
Placebo 177 (0) 173 (4) 171 (6) 163 (14) 161 (16) 150 (27) 141 (36) 131 (46) 118 (59) 113 (64) 51 (75) 0 (76)

C Frequency of Cardiovascular-Related Hospitalizations

No. of Patients with
No. of Cardiovascular- Related Cardiovascular- Related Pooled Tafamidis vs. Placebo

Patients Hospitalizations Hospitalizations Treatment Difference
total no. (%) no. per yr relative risk ratio (95% Ci)
Pooled Tafamidis 264 138 (52.3) 0.48

0.68 (0.56-0.81)
Placebo 177 107 (60.5) 0.70

This article was published on August 27,

2018, at NEJM.org.
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Tafamidis Treatment for Patients
with Transthyretin Amyloid Cardiomyopathy

A Change from Baseline in 6-Minute Walk Test
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0 6 12 18 24 30
Month
No. of Patients
Tafamidis 264 241 221 201 181 170
Placebo 177 159 145 123 96 84

This article was published on August 27,
2018, at NEJM.org.
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> Selten, aber hdufiger als man denkt

> Krankheitsverlauf oft sehr ernst
» ALz ATTR Amyloidose

> Tc-DPD-Szintigraphiel

> Keine Therapie zugelassenl!

» Hoffnungsvolle Therapiemdglichkeiten fir
MATTR und wtATTR in Sicht



