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RKMP

= Nejmeéneé casta kardiomyopatie
= Typicky zastupce srdecniho selhani se stredné

snizenou (HFmMrEF) ci se zachovanou ejekcni frakci
levé komory (HFpEF)

= Terminalni fenotyp nékterych jinych typti KMP
= Genotypovy prekryv
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Familial Cardiomyopathies
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Prevalence, Clinical Significance,
and Genetic Basis of Hypertrophic
Cardiomyopathy With Restrictive Phenotype
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Doporuceni pro... | Guidelines

Lécba HFmrEF/HFpEF

...tedy RKMP
@

EUROPEAN
SOCIETY OF

Souhrn Doporucenych postupt ESC pro SRatioiody
diagnostiku a Iécbu akutniho a chronického @

srde¢niho selhani z roku 2016.

CESKA KARDIOLOGICKA SPOLECNOST

Pfipraven Ceskou kardiologickou spole¢nosti e czeck sociery of carpioLocy

(Summary of the 2016 ESC Guidelines on the diagnosis and treatment
of acute and chronic heart failure. Prepared by the Czech Society of Cardiology)
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Jindfich Spinar?, Jaromir Hradec®, Lenka Spinarovas, Jifi Vitovec

Doporuceni pro lécbu pacienti se srdecnim selhanim se
zachovanou ejekcni frakci (HFpEF) a pacientt se srdecnim
selhanim s ejekcni frakci ve strednim pasmu (HFmrEF)

Trida® Uroven®

Doporuceni

Doporucuje se screening pacientu

s HFpEF nebo HFmrEF z hlediska

jak kardiovaskularnich, tak
nekardiovaskuldrnich pridruzenych
onemocnéni; pokud jsou pritomna, je
nutno je |é¢it za predpokladu, zZe existuji
bezpelné a ucinné postupy/intervence
ke zmirnéni symptomu, zlepseni pocitu
pohody a/nebo progndzy.

U pacientu s méstnanim a s HFpEF
nebo HFMrEF se ke zmirnéni symptomu
a znamek doporucuje podani diuretik.
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Novinky v lécbé HFmrEF/HFpEF

PARAGON-HF study design

Randomized, double-blind, active comparator trial testing the hypothesis that sacubitril/valsartan, compared with
valsartan, would reduce the composite outcome of total HF hospitalizations and CV death

Randomization 1:1 Double-blind treatment period

f—

A
—
~ e N E
: Sacubitril/valsartan 97/103 mg BID
Elieibility S ) Valsartan Sacubitril/valsartan ,
'gibHiity Screaning 80 mg BID 49/51mgBID 48
S - P i Valsartan 160 mg BID
Sa” H

Valsartan . On top of optimal background medications for co-
40 mg BID morbidities (excluding ACEi and ARB)

up to 2 weeks 3-8 weeks ~35 months

Active single-blind run-in period

Primary Endpoint Secondary Endpoints:

Composite of total (first and recurrent) HF hospitalizations * Improvement in NYHA functional classification at 8 months
and CV death * Changes in KCCQ clinical summary score at 8 months

* Time to first occurrence of worsening renal function

* Time to all-cause mortality

Together with

ESC Congress World Congress
Paris 2019 of Cardiology

Solomon SD, et al. JACC-Heart Fail 2017; 5(7):471-482. “ PARAGONHF

®
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Zarazovaci kritéria studie PARAGON

Key inclusion & exclusion criteria

Key inclusion criteria Il

* > 50 years of age and LVEF > 45%

* Heart failure signs/symptoms (NYHA Class II—
IV) requiring treatment with diuretic(s) for at
least 30 days prior to enrollment

* Structural heart disease (LAE or LVH by
echocardiography)

* Elevation in natriuretic peptides

* NT-proBNP 200 pg/ml if hospitalized for HF within 9
months, and 300 pg/ml if not hospitalized; 3-fold
increase for patients in AF at enrollment

ESC Congress World-Conqress
Paris 2019 of Cardiology

HFmrEF

HFpEF

Symptomy = znamky?

Symptomy + znamky?

EFLK 40-49 %

EFLK > 50 %

Zvysené hodnoty natriuretickych peptidd®
Alespon jedno daldi kritérium:
¢ yyznamné strukturalni onemocnéni srdce
(HLK a/nebo LAE)
¢ diastolicka dysfunkce (detaily viz oddil
4.3)

Zvysené hodnoty natriuretickych peptiddP®
Alespon jedno dalsi kritérium:
¢ yyznamné strukturalni onemocnéni srdce
(HLK a/nebo LAE)
« diastolicka dysfunkce (detaily viz oddil
4.3)

Solomon SD, et al. JACC-Heart Fail 2017

wPAF’.AGDNHF
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PARAGON-HF primary results

Recurrent event analysis of total HF hospitalizations and CV death*

Total HF hospitalizations and CV death

55
50
45
40— Valsartan (n = 2389)

35 1009 events, 14.6 per 100 pt-years

30—
25+
20—
15
10

Sacubitril/valsartan (n = 2407)
894 events, 12.8 per 100 pt-years

Rate ratio 0.87 (95% Cl 0.75, 1.01)
p = 0.059

[ [ I I I
0 1 2 3 4

*Semiparametric LWYY method. Years

Mean cumulative events per 100 patients

ESC Congress World Congress
Paris 2019 of Cardiology

“PAHAGDNHF
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HF hospitalizations* CV death*
Event Patients
Valsartan % Valsartan 212 (8.9%)
Sacubitril/valsartan 204 (8.5%
551 Sacubitril/valsartan 690 0.55 1 / (8.5%)
7
€ > ol Hazard ratio 0.95 (95% C1 0.79, 1.16)
Qa5 Rate ratio 0.85 (95% Cl 0.72, 1.00) 0.45 - 0= 0.62 ' i
g 5 401 p =0.056 E 0.40 - :
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*Semiparametric LWYY method

ESC Congress W\orld Congress
Paris 2019 of Cardiology
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Conclusions

In patients with HFpEF, when comparing sacubitril/valsartan to valsartan, we observed a modest non-
significant ~13% reduction in the primary outcome overall, which was driven mainly by a reduction in
first and recurrent HF hospitalizations

Several sensitivity analyses and secondary analyses, including improvement in various measures of
symptoms, quality of life, and renal function, suggested benefits with sacubitril/valsartan compared
with valsartan

The use of an angiotensin receptor blocker as an active comparator, which we felt necessary because
of the large number of patients with HFpEF already on RAS inhibitors, may have attenuated our
overall treatment effect

Our data suggest heterogeneity in the treatment response, with suggestion of greater benefit in
women and in individuals with lower LVEF

ESC Congress ﬁorid Congress
Paris 2019 of Cardiology

PARAGONHF
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Masaryheena univerzita pericardial diseases

Perry Elliott, Bert Andersson, Eloisa Arbustini, Zofia Bilinska, Franco Cecchi,

Philippe Charron, Olivier Dubourg, Uwe Kiihl, Bernhard Maisch,

William ). McKenna, Lorenzo Monserrat, Sabine Pankuweit, Claudio Rapezzi,

Petar Seferovic, Luigi Tavazzi, and Andre Keren*

Table | Examples of different diseases that cause cardiomyopathies
ARVC RCM Unclassified

Familial Familial, unknown gene Familial, unknown gene Familial, unknown gene

Sarcomeric protein mutations Sarcomeric protein mutations (see Intercalated disc protein
B myosin heavy chain HCM) mutations
Cardiac myosin binding protein C Z-band Plakoglobin
Cardiac troponin | Muscle LIM protein Desmoplakin
Troponin-T TCAP Plakophilin 2
a-tropomyosin Cytoskeletal genes Desmoglein 2
Essential myosin light chain Dystrophin Desmocollin 2
Regulatory myosin light chain Desmin Cardiac ryanodine receptor
Cardiac actin Metavinculin (RyR2)
a-myosin heavy chain Sarcoglycan complex Transforming growth
Titin CRYAB factor-B3 (TGF@3)
Troponin C Epicardin
Muscle LIM protein Nuclear membrane

Glycogen storage disease (e.g. Pompe; PRKAG2, Lamin A/C
Forbes’, Danon) Emerin

Lysosomal storage diseases (e.g. Mildly dilated CM
Anderson~Fabry, Hurler's) Intercalated disc protein mutations

Disorders of fatty acid metabolism (see ARVC)

Carnitine deficiency Mitochondrial cytopathy

Phosphorylase B kinase deficiency

Mitochondrial cytopathies

Syndromic HCM
Noonan's syndrome
LEOPARD syndrome
Friedreich’s ataxia
Beckwith—Wiedermann syndrome
Swyer's syndrome

Other
Phospholamban promoter
Familial amyloid

Non-familial Obesity Myocarditis (infective/toxic/immune) Inflammation?

Infants of diabetic mothers
Athletic training
Amyloid (Al/prealbumin)

Kawasaki disease

Eosinophilic (Churg Strauss
syndrome)

Viral persistence

Drugs

Pregnancy

Endocrine

Nutritional — thiamine,
carnitine, selenium,
hypophosphataemia,
hypocalcaemia

Alcohol

Tachycardiomyopathy

Familial, unknown gene

Sarcomeric protein mutations
Troponin | (RCM +/— HCM)
Essential light chain of myosin

Familial amyloidosis
Transthyretin (RCM + neuropathy)
Apolipoprotein (RCM + nephropathy)

Desminopathy

Pseuxanthoma elasticum

Haemochromatosis

Anderson—Fabry disease

Glycogen storage disease

Amyloid (Al/prealbumin)

Scleroderma

Endomyocardial fibrosis
Hypereosinophilic syndrome
|diopathic
Chromosomal cause
Drugs (serotonin, methysergide,
ergotamine, mercurial agents, busulfan)

Carcinoid heart disease

Metastatic cancers

Radiation

Drugs (anthracyclines)

ARVC, arrhythmogenic right ventricular cardiomyopathy; DCM, dilated cardiomyopathy; HCM, hypertrophic cardiomyopathy; RCM, restrictive cardiomyopathy.

Left ventricular
non-compaction
Barth syndrome
Lamin A/C
ZASP
«a-dystrobrevin

Tako Tsubo
cardiomyopathy

Elliot et al. EH] 2008;29:270-276.
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HFmrEF/HFpEF...tedy RKMP?

@ E S C European Journal of Heart Failure (2019)

European Society  doi:10.1002/ejhf.1531
of Cardiology

CONSENSUS DOCUMENT

Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Petar M. Seferovic!, Piotr Ponikowski2, Stefan D. Anker3*, Johann Bauersachs?,
Ovidiu Chioncel5, John G.F. Clelandé, Rudolf A. de Boer’, Heinz Drexel?,

Tuvia Ben Gal®, Loreena Hill'?, Tiny Jaarsmall, Ewa A. Jankowska?2,

Markus S. Anker12, Mitja Lainscak'3, Basil S. Lewis', Theresa McDonagh'5,
Marco Metralé, Davor Milicic'?, Wilfried Mullens'8, Massimo F. Piepoli'?,
Giuseppe Rosano??, Frank Ruschitzka?!, Maurizio Volterrani??, Adriaan A. Voors’,
Gerasimos Filippatos??, and Andrew ).S. Coats2%*

@ ESC European Journal of Heart Failure (2019) 21, 553-576 POSITION PAPER

European Society  doi:10.1002/ejhf. 1461
of Cardiclogy

Heart failure in cardiomyopathies: a position
paper from the Heart Failure Association
of the European Society of Cardiology

Petar M. Seferovi¢!2¥, Marija Polovina'l3, Johann Bauersachs4, Michael Arad5,
Tuvia Ben Galé, Lars H. Lund’, Stephan B. Felix8, Eloisa Arbustini?,

Alida L.P. Caforio'?, Dimitrios Farmakis11, Gerasimos S. Filippatos1,

Elias Gialafos'2, Vladimir Kanjuh?, Gordana Krljanac'3, Giuseppe Limongelli'3,
Ales Linhart'4, Alexander R. Lyon'%, RuZica Maksimovi¢!1¢, Davor Miligie'?,

Ivan Milinkovié3, Michel Noutsias'8, Ali Oto'?, Oztekin Oto29, Sinisa U. Pavlovié!:21,
Massimo F. Piepoli22, Arsen D. Risti¢!3, Giuseppe M.C. Rosano?3,

Hubert Seggewiss24, Milika Asanin'3, Jelena P. Seferovi¢?5:2¢, Frank Ruschitzka?’,
Jelena Celutkiene28:29, Tiny Jaarsma3?, Christian Mueller3!, Brenda Moura3?,
Loreena Hill33, Maurizio Volterrani®4, Yuri Lopatin35, Marco Metra3¢,

Johannes Backs37:38, Wilfried Mullens3%49, Ovidiu Chioncel*!42, Rudolf A. de Boer%3,
Stefan Anker44:45.4¢, Claudio Rapezzi4’, Andrew }.S. Coats48.49,

and Carsten Tschope5?
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Heart failure in cardiomyopathies: a position
paper from the Heart Failure Association
of the European Society of Cardiology

Restrictive cardiomyopathy

Stiff ventricular walls
(abnormal myocardial or
endomyocardial morphology)

Noninfiltrative disorders Infiltrative disorders Storage diseases
+  Amyloidosis: Anderson-Fabry disease
Idiopathic o Immunoglobulin light Danon disease

chain (AL)
o Hereditary (ATTR-m)
o Wild-type (ATTR-wt) Iron overload
o Other Hereditary
*  Sarcoidosis haemochromatosis
Hereditary hyperoxaluria

Pompe disease

Hereditary (sarcomere protein Gaucher disease

disorders, myofibrillar
myopathies, Werner syndrome)
+  Systemic sclerosis

. s s s s 0w

Endomyocardial disorders

« Carcinoid
Endomyocardial fibrosis
(idiopathic, hypereosinophilic
syndrome, drug-related)
Endocardial fibroelastosis

*  Metastatic tumor

* Chemotherapy

* Radiation therapy

FAKULTNI ®
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Dilated atria

Normal ventricular
dimensions

Normal or increased
ventricular wall thickness
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Noninfiltrative disorders

@ ESC European Journal of Heart Fallure (2019) CONSENSUS DOCUMENT
European Society doi:10.1002/ejhf.1531
of Cardiology

|diopathic

Hereditary (sarcomere protein
disorders, myofibrillar
myopathies, Werner syndrome)

+ systemicsclerosi Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Petar M. Seferovic!, Piotr Ponikowski2, Stefan D. Anker3*, Johann Bauersachs?,
Ovidiu Chioncel®, John G.F. Clelandé, Rudolf A. de Boer’, Heinz Drexel®,

Tuvia Ben Gal?, Loreena Hill'%, Tiny Jaarsma'l, Ewa A. Jankowska?,

Markus S. Anker12, Mitja Lainscak!3, Basil S. Lewis'4, Theresa McDonagh15,
Marco Metra'é, Davor Milicic'?, Wilfried Mullens'8, Massimo F. Piepoli'?,
Giuseppe Rosano??, Frank Ruschitzka?!, Maurizio Volterrani??, Adriaan A. Voors’,
Gerasimos Filippatos??, and Andrew ).S. Coats2**
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Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Beta-blockers for heart failure with
mid-range ejection fraction
Consensus recommendation

A beta-blocker may be considered for ambulatory patients with
symptomatic HFmrEF in sinus rhythm in order to reduce the risk
of all-cause and CV death.
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Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Beta-blockers for heart failure with
mid-range ejection fraction

Consensus recommendation | ¢, desartan for heart failure with

A beta-blocker may be considereq mid-range ejectiun fraction
symptomatic HFmrEF in sinus rhyi

of all-cause and CV death.

Consensus recommendation

Candesartan may be considered for ambulatory patients with symp-
tomatic HFmrEF in order to reduce the risk of HF hospitalization
and CV death.
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HFmrEF/HFpEF...tedy RKMP?

Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Beta-blockers for heart failure with
mid-range ejection fraction

Consensus recommendation | 5, desartan for heart failure with

A beta-blocker may be considereq mid-range ejectiun fraction
symptomatic HFmrEF in sinus rhy

of all-cause and CV death.

Consensus recommendation

Candesartan may be considg §jronolactone for heart failure with

tomatic HFmrEF in order t . . . .
mid-range ejection fraction

and CV death. g )

Consensus recommendation

Spironolactone may be considered for ambulatory patients with
symptomatic HFmrEF without contraindications in order to reduce
the risk of CV death and HF hospitalization.
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HFmrEF/HFpEF...tedy RKMP?

Clinical practice update on heart failure 2019:
pharmacotherapy, procedures, devices and
patient management. An expert consensus
meeting report of the Heart Failure
Association of the European Society

of Cardiology

Beta-blockers for heart failure with
mid-range ejection fraction

Consensus recommendation | 5, desartan for heart failure with

A beta-blocker may be considereq mid-range ejectiun fraction
symptomatic HFmrEF in sinus rhy

of all-cause and CV death.

Consensus recommendation

Candesartan may be considy §jronolactone for heart failure with

tomatic HFmrEF in order t . . . .
mid-range ejection fraction

and CV death. g )

Consensus recommendation

Spironolactone may be considered for ambulatory patients with

Cardiac contractility modulation inorder to reduce

Consensus recommendation

Cardiac contractility modulation (CCM) may be considered in
patients with HFrEF (LVEF 25—-45%) and a narrow QRS complex
(<130 ms) in order to improve exercise capacity, quality of life and
alleviate HF symptoms.
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Lécba RKMP

Infiltrative disorders

«  Amyloidosis:

o Immunoglobulin light
chain (AL)

o Hereditary (ATTR-m)

o Wild-type (ATTR-wt)

o Other

* Sarcoidosis
*  Hereditary hyperoxaluria

= Srdecni amyloidoza neni jedno
onemocnéni

= Zasadni vyznam diferencialni dg.
jednotlivych typti srdecnich
amyloidoz

=  Symptomaticka lécba je obdobna,
kazualni lécba je odlisna!
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Symptomaticka lecba

» Méstnaveé srdecni selhani
diuretika (furosemid) + antagonisté aldosteronu

Curr Probl Cardiol. 2018 Jan;43(1):10-34. doi: 10.1016/].cpcardiol.2017.04.003. Epub 2017 Apr 13.

Cardiac Amyloidosis: An Updated Review With Emphasis on Diagnosis and Future Directions.
Bhogal S, Ladia V, Sitwala P, Cook E, Bajaj K, Ramu V, Lavie CJ, Paul TK.

Nedoporuceno:
Digoxin zvySena toxicita vazbou na amyloidni fibrily
ACEI/ARB hypotenze, zhorseni renalni insuficience
BB + CaA hypotenze, zhorsSeni systolické funkce LK
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Kauzalni lecba — obecne zasady

= Lisi se u jednotlivych typt srdec¢nich amyloid6z

= Zabranit produkci amyloidogennich bilkovin
= Zabranit tvorbe amyloidnich hmot

= Indukovat degradaci jiz vytvoreného amyloidu v
organech a tkanich

Z archivu MUDr. Zampachové Z archivu prof. Steinera
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Kauzalni lecba —

light chain amyloidosis

= Zabranit produkci amyloidogennich
bilkovin

= Indukovat degradaci jiz
vytvoreného amyloidu v organech #

a tkanich
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light chain amyloidosis

= postizeni plazmatickych bb kostni drené

= hematologicka lécba (ASCT, Mel + Dex, bortezomib,
thalidomid, lenalidomid)

= Ale v pripade:

v" EF LK pod 45%

v NYHA III-1V

v sTK pod 100mmHg

v NTproBNP nad 8500 ng/I

je ASCT kontraindikovana!

Blood. 2013:121(26):5124-5130



LEKARSKA

WU Kauzalni lécba — AL
HTx + ASCT

= transplantace srdce umozni naslednou kurativni lécbou AL
(tedy ASCT) u nemocnych s izolované (dominantneé) kardialnim
postizenim

= prognozu urcuje uspech hematologické lécby

Cardiac Transplantation Followed by Dose-Intensive
Melphalan and Autologous Stem-Cell Transplantation
for Light Chain Amyloidosis and Heart Failure

Bimalangshu R. Dey," Stephen S. Chung," Thomas R. Spitzer," Hui Zheng,” Thomas E. MacGillivray,’ 100 4
David C. Seldin,* Steven McAfee," Karen Ballen,” Eyal Attar,” Thomas Wang,” Jordan Shin,”
Christopher Newton-Cheh,” Stephanie Moore,” Vaishali Sanchorawala,* Martha Skinner,*
Joren C. Madsen,” and Marc . Semigran™®
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Kauzalni lecba — ATTR-CMP

Natural history and therapy of TTR-cardiac amyloidosis:

emerging disease-modifying therapies from organ transplantation

to stabilizer and silencer drugs

Adam Castaiio - Brian M. Drachman -

Daniel Judge - Mathew S. Maurer

Heart Fail Rev (2015) 20:163-178
1 . — . ——
— B '*’ —p Small —— Amyloid
Rate-limiting Monomer b Aggregation Oligomers Fibrils
tetramer misfolding
1 dissociation

Suppression of TTR synthesis R Stabilization Fibril Degradation & Reabsorption
«  Liver transplantation Tafamidis (selective) » Doxycycline + Tauroursodeoxycholic acid (TUDCA)
«  Gene silencing (siRNA): . Diflunisal (non-selective) « Anti-serum amyloid protein (SAP) antibody
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The transthyretin amyloidoses: advances in therapy

Simon Dubrey, Elizabeth Ackermann,? Julian Gillmore®

= ASO a siRNA (patisiran)
= Vazbou na mRNA vedou k jeji degradaci
= Brani transkripci mRNA, a tim produkci TTR

Transcription

Antisense oligonucleotides| RNA /NN
degrade mRNA in the
nucleus using RNaseH CLIUS
mRNA

\. Rxpor Silencing-RNA's degrade
IMRNA in the cytosol using
mMRNA - NAAN the RISC complex

((r
Vo ; [ s
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/{:/ 3 __J/ s

Postgrad Med J 2015;91:439-448
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Kauzalni lécba — ATTR-CMP

Natural history and therapy of TTR-cardiac amyloidosis:
emerging disease-modifying therapies from organ transplantation
to stabilizer and silencer drugs

Adam Castaiio - Brian M. Drachman -
Daniel Judge - Mathew S. Maurer

Heart Fail Rev (2015) 20:163-178
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K Oligomers Fibrils

Fibril Degradation & Reabsorption
» Doxycycline + Tauroursodeoxycholic acid (TUDCA)
« Anti-serum amyloid protein (SAP) antibody

Monomer “. Aggregation
misfolding

Rate-limiting
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dissociation

t

Suppression of TTR synthesis
«  Liver transplantation
«  Gene silencing (siRNA):

+ ISISTTR-Rx

+  ALN-TTRsc
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TTR Stabilization
»  Tafamidis (selective)
+  Diflunisal (non-selective)
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Kauzalni lécba — ATTR-CMP

Tafamidis Treatment for Patients with Transthyretin Amyloid
Cardiomyopathy

Mathew S. Maurer, M.D., Jeffrey H. Schwartz, Ph.D., Balarama Gundapaneni, M.S., Perry M. Elliott, M.D.,
Giampaolo Merlini, M.D., Ph.D., Marcia Waddington-Cruz, M.D., Arnt V. Kristen, M.D., Martha Grogan, M.D.,
Ronald Witteles, M.D., Thibaud Damy, M.D., Ph.D., Brian M. Drachman, M.D., Sanjiv J. Shah, M.D.,
Mazen Hanna, M.D., Daniel P. Judge, M.D., Alexandra |. Barsdorf, Ph.D., Peter Huber, R.Ph.,

Terrell A. Patterson, Ph.D., Steven Riley, Pharm.D., Ph.D., Jennifer Schumacher, Ph.D., Michelle Stewart, Ph.D.,
Marla B. Sultan, M.D., M.B.A., and Claudio Rapezzi, M.D., for the ATTR-ACT Study Investigators*

Analysis of All-Cause Mortality
1.0

0.9+

0.8
Pooled tafamidis
0.74
0.6
0.5 Placebo

0.4+

Probability of Survival

0.3+

0.2+

o1 Hazard ratio, 0.70 (95% Cl, 0.51-0.96)

0.0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33

Months since First Dose

Studie ATTRACT faze III
441 pacientii
30 mésict follow-up

tafamidis - stabilizace
tetrameru TTR

@ 30% redukce mortality

IC Frequency of Cardiovascular-Related Hospitalizations
No. of Patients with

Pooled Tafamidis 264 138 (52.3) 0.48

Placebo 177 107 (60.5) 0.70

0.68 (0.56-0.81)

No. of Cardiovascular- Related Cardiovascular- Related Pooled Tafamidis vs. Placebo 3 20/0 red u kce

Patients Hospitalizations Hospitalizations Treatment Difference «

total no. (%) no. per yr relative risk ratio (95% Cl) Kv h OS pita I iza Ci

N Engl ] Med 2018;379:1007-16.



FAKULTNI

NEMOCNICE

LEKARSKA U SV. ANNY
FAKLULTA

V BRNE
Mataryiova wniversita

Kauzalni lécba - ATTR

Natural history and therapy of TTR-cardiac amyloidosis:

emerging disease-modifying therapies from organ transplantation
to stabilizer and silencer drugs

Adam Castaiio - Brian M. Drachman -
Daniel Judge - Mathew S. Maurer

Heart Fail Rev (2015) 20:163-178
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Fibril Degradation & Reabsorption
» Doxycycline + Tauroursodeoxycholic acid (TUDCA)
« Anti-serum amyloid protein (SAP) antibody

Rate-limiting Monomer
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«  Liver transplantation »  Tafamidis (selective)
«  Gene silencing (siRNA): +  Diflunisal (non-selective)
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= regrese jiz vytvorenych amyloidnich depozit
poskozujicich cilové organy

= sérum amyloid P component je soucasti
amyloidnich depozit, protilatky proti SAP iniciuji
C3 indukovanou degradaci amyloidnich hmot ‘ .
. .

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ” 15 pacientﬁ

, o
Therapeutic Clearance of Amyloid by follow-up 6 tydnu
Antibodies to Serum Amyloid P Component

Duncan B. Richards, D.M., Louise M. Cookson, B.Sc.,
Alienor C. Berges, Pharm.D., Sharon V. Barton, M.Sc., 121-SAP Dose 6131 174
Thirusha Lane, R.N., M.Sc., James M. Ritter, D.Phil., F.Med.Sci., i Liven ()
Marianna Fontana, M.D., James C. Moon, M.D., Massimo Pinzani, M.D., Ph.D.,

Julian D. Gillmore, M.D., Ph.D., Philip N. Hawkins, Ph.D., F.Med.Sci.,

NS B PrD RS N Engl ] Med 2015;373:1106-14



FAKULTNI ®
NEMOCNICE
LEKARSKA U SV. ANNY
FAKULTA V BRNE
Mataryiova wniversita

Lecba RKMP

Restrictive cardiomyopathy

Storage diseases

Original Article
< Anderson-Fabry disease Prevalence of Fabry disease in male patients with unexplained
+  Danon disease left ventricular hypertrophy in primary cardiology practice:
* Pompe disease . : .
«  Gaucher dissase prospective Fabry cardiomyopathy screening study (FACSS)
* lron l:l\:rerload Tomas Palecek g, Jitka Honzikova, Helena Poupetova, Hana Vlaskova, Petr Kuchynka, Lubor Golan,
*  Hereditary Sudheera Magage, Ales Linhart
haemochromatosis
First published: 31 October 2013 | https://doi.org/10.1007/510545-013-9659-2

= Akumulace globotriaosylceramidu v lysozomech
myocyti v diisledku mutace genu pro alfa-
galaktosidazu A

= Lécebna substituce chybéjici alfa-galaktosidazy A
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Restrictive cardiomyopathy

Storage diseases

Hemochromatosis heart disease: An
unemphasized cause of potentially reversible
restrictive cardiomyopathy

+ Anderson-Fabry disease
* Danon disease

*  Pompe disease D. Joshua Cutler M.D. % 2 & &7 |effrey M. Isner M.D. * boed T Arthurw Bracey M.OL % b4 Charles A. Hufnagel
* Gaucher disease M. = be d, Peter W. Conrad M.D. * = % d, William C. Roberts M.0. 2 B = d, Donald M. Kerwin M.D. B = d, Alan
* lIron overload M. Weintraub M.D, > 8. &4 2,

*  Hereditary Show more

haemochromatosis

https://doi.org/10.1016/S0002-9343(80)30020-9 Get rights and content

= Terapeuticka flebotomie, dietni opatreni,
podavani chelatli vazajici zelezo...
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Endomyocardial disorders

= Antikoagulace, kortikoidy u
= HES, chirurgicka lécba

* Endomyocardial fibrosis
(idiopathic, hypereosinophilic
syndrome, drug-related)

* Endocardial fibroelastosis

+ Metastatic tumor

* Chemotherapy

* Radiation therapy
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= RKMP je fenotypovou manifestaci dlouhé rady zcela
odlisnych onemocneéni.

= Je nutna pecliva diferencialni diagnostika vyuzivajici
rady zobrazovacich, laboratornich i bioptickych metod.

= Terapie se odviji od konkrétni priciny, univerzalni lécba
neexistuje!

Zasadni je po zachytu fenotypu RKMP kontaktovat
specializovana centra disponujici Sirokym
armamentariem diagnostickych metod a zkusenostmi

NI\ =

s lecbou nejen RKMP, ale i jejich jednotlivych pricin!
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Dekuji za pozornost!




