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Prognoza srdecni amyloidozy
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Prognoza ATTR-kardiomyopatie
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Komplexni pristup v hodnoceni prognézy u
ATTR-CM
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Stagingoveé systémy u srdecni amyloidozy

ATTR Amyloidosis

Mayo: Stage 13
Cutoffs:
NTproBNP: 3000 ng/L
<TnT: 0.05 ng/mL

pubmed.ncbinlm.nih.gov/27 585505 /

Stage 2 . .
S O 2 S 9 Columbia Staging
NTproBINP < 3000 ng/L NTpro8iP > 3000 ng/L NTpeoBNP > 3000 ng/L o ]
AND CR AND Stage | 1-3 points
<TnT <0.05 cTnT >0.05 <TnT >0.05 .
Stage |l 4-6 points
Stage lI 7-9 points
NAC/UK: Stage 13 Mayo score + diuretic dose + NYHA functional class
Cutoffs:

NTproBNP: 3000 ng/L
eGFR: 45 mL/min
pubmed.ncbinlmnih.gov/29048471/

Stage 2
NTpENP < 3000 NTpENP = 3000 NTp3NP > 3000
AND CR AND
eGFR = 45 eGFR < 45 «GFR <45




Accuracy of Established Prognostic
Staging Systems for Cardiac
Transthyretin Amyloidosis in the
Tafamidis Era
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FIGURE 1 Overall Survival Across Disease Stages of the National Amyloidosis Centre Staging Sy FIGURE 2 Overall Survival Across Disease Stages of the Mayo Staging System
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CENTRAL ILLUSTRATION Accuracy of Established Prognostic Staging Systems for Cardiac
Transthyretin Amyloidosis in the Tafamidis Era

ATTRwt-CA treated with tafamidis (n = 251)
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Ideal Emerging Therapeutic Window
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Expert consensus on the monitoring of
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Criteria for disease progression in patients with ATTR-CM

Clinical and functional Laboratory biomarker Imaging and ECG

Increased LV wall
thickness (2 mm)
(o]}

Increase in HF-related
hospitalization 30% increase in e :
OR NT BNP Increase in diastolic
e dysfunction grade
Increase in NYHA class (300 pg/mL cut-off) OR
OR OR Change in systolic
Decline in QoL: KCCQ 30% increase in troponin measurement

(5-10 pts)/ EQ-5D (10%) OR (25% decrease in LVEF;
OR Advance in NAC 25 mL decrease in stroke

| - 2 . - L
30-40 m decline in staging scale b phanidle 1%('_;‘;"3353 in GLS)

6MWT every 6 months New onset conduction
disturbance

One marker from each domain provides the minimum requirement for
assessing ATTR-CM progression




Months

Long-term tafamidis efficacy in patients with Pl e o om0 ow @ m m W
transthyretin amyloid cardiomyopathy by I

baseline left ventricular ejection fraction 55 o

Brian Drachman’, Thibaud Damy2, Mazen Hanna3, Ronnie Wang4, @gf?, 40

Franca S. Angeli®, and Pablo Garcia-Pavia%’:8* E?% ~60 it

1Universi:y of Pennsylvania Health System, Philadelphia, PA, USA; 2Referral Center for Cardiac Amyloidosis, CHU Henri Mondor, Créteil, France; 3Departrnem of Cardiovascular = a5 30!222!5‘;3':1?;“0233 . all palient:"ricseli‘:/?; tafamidis

Medicine, Cleveland Clinic, Cleveland, OH, USA; *Pfizer Inc., Groton, CT, USA; *Pfizer Inc., New York, NY, USA; "‘Huspital Universitario Puerta de Hierro Majadahonda,
. L7 . - . . . EIE— . .

LI::IPHISA; C!BERC\I‘; Madrid, Spain; "Centro Nacional de Investigaciones Cardiovasculares (CNIC), Madrid, Spain; and ®*Universidad Francisco de Vitoria (UFV), Pozuelo de n: 88 79 68 59 53 47 43 38 33 27 17

arcon, Spain

89 78 68 55 39 36 27 20 16 15 10
Received 26 January 2024; revised 1 May 2024; accepted 27 May 2024; online publish-ahead-of-print 26 June 2024

B
100 4 HR for all-cause mortality:
90 - At 30 months: 0.67 (95% Cl 0.425-1.041); p = 0.07
At 60 months: 0.57 (95% Cl 0.391-0.832); p < 0.01
80 - At the end of the LTE: 0.53 (95% C1 0.367-0.758); p < 0.001
_ 704
2 60+
g 50-
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Table 2 Observed all-cause mortality by left ventricular ejection fraction at baseline ° 304
20+ ATTR-ACT:
- i LTE study:
LVEF <50% LVEF 250% 18 30!22:::;;?1?3:52 " all patients recseil:/e)é tafamidis
Tafamidis 80/61mg  Placebo/tafamidis Tafamidis 80/61mg Placebo/tafamidis 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months
n . &3 69 &5 86 Patients at risk, n:
All-cause mortality, o () 52 (59.7) 73 (820 B#.Y 52 (605) 88 85 83 79 73 68 68 65 61 59 52 45 44 41 38 35 32 30 28 22 17
First event, n (%)
All-cause death 45 (51.1) 69 (77.5) 33 (38.8) 50 (58.1) 89 86 84 77 75 70 63 60 51 47 42 32 28 25 22 18 17 17 14 12 12
Heart transplant 5(5.7) 4 (4.5) 2(24) 2(2.3)
Implantation of a cardiac mechanical assist device 2 (2.3) 0 0 0 — Tafamidis 80 mg/61 mg — Placabo o tatamidis
(113 5 (s e ejectian ﬁ'_aﬂin"' . . . . . . . Figure 2 Health-related quality of life (A) and Kaplan—Meier plot of all-cause mortality (B) in patients with baseline left ventricular ejection
Heart t.ransplant and implantation of a cardiac mechanical assist device were treated as death. Statistical analyses were conducted using the Kaplan—Meier method and are fraction <50%. End of survival defined as death, heart transplant, or implantation of a cardiac mechanical assist device. ATTR-ACT, Tafamidis in
shownlinthigresZlanchl; Transthyretin Cardiomyopathy Clinical Trial; Cl, confidence interval; HR, hazard ratio; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire

overall summary; LS, least squares; LTE, long-term extension; SE, standard error. *p < 0.05; + = censored.
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Long-term tafamidis efficacy in patients with
transthyretin amyloid cardiomyopathy by

baseline left ventricular ejection fraction This study assessed the long-term efficacy of tafamidis
in subgroups of patients with ATTR-CM and
Brian Drachman, Thibaud Damy?, Mazen Hanna3, Ronnie Wang4, baseline LVEF <50% or =50%
Franca S. Angeli®, and Pablo Garcia-Pavia®7.8*
"Universi:y of Pennsylvania Health System, Philadelphia, PA, USA; 1peferral Center for Cardiac Amyloidosis, CHU Henri Mondor, Créteil, France; ’Depan:ment of Cardiovaseul lar | |
1A, IR, Sy Cort Nacon 6 esscores Codiosiares (M M, Sae it e e fror (U, Pt ‘“-‘30 After 30 months in the phase 3 ATTR-ACT, patients treated
areen Span with tafamidis versus placebo in both LVEF subgroups had:
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@ » Numerically lower all-cause mortality
+ Significantly smaller decline in KCCQ-0S

—q-. ‘After an additional 30 months in the open-label LTE study
———— (month 60 of treatment), patients treated continuously with
tafamidis versus those who initially received placebo in

ATTR-ACT in both LVEF subgroups had:

@ « Significantly lower all-cause mortality
« Significantly smaller decline in KCCQ-0S

At month 60, continuous tafamidis (80/61mg) treatment was
associated with a 47% reduction in all-cause mortality risk
versus delayed tafamidis treatment in both subgroups (p < 0.01)

Baseline LVEF <50% Baseline LVEF 250%
HR 0.53 (95% CI 0.367-0.758) HR 0.53 (95% Cl 0.344-0.818)
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Survival in a Real-World Cohort of Patients With Transthyretin Amyloid Cardiomyopathy
Treated With Tafamidis: An Analysis From the Transthyretin Amyloidosis Outcomes

Survey (THAQOS)

PABLO GARCIA-PAVIA, MD, PhD"%* ARNT V. KRISTEN, MD* BRIAN DRACHMAN, MD"
MARTIN CARLSSON, MS® LESLIE AMASS, PhD® FRANCA STEDILE ANGELI, MD, PhD® and
MATHEW S. MAURER, MD’, on behalf of the THAOS investigators®
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Tafamidis-treated (n = 587) Tafamidis-untreated (n = 854) P Value
Sex, n (%) 0.25
Male 539(91.8) 769 (20.0)
Female 48 (8.2) 85 (10.0)
Race/ethnicity,"n (%) 502 767 =0.001
Afro-Caribbean 1(0.2) 8 (1.0)
American Hispanic 1(0.2) 0
Asian 9(1.8) 8(1.0)
Black or African American 28(5.6) 72 (9.4)
Latino American 0 12 (1.8)
White 4463 (92.2) 659 (85.9)
Other 0 8(1.0)
Age at symptom onset (y), n 500 783 0.86
Median (10th, 90th percentile) 72.5(59.5, 82.5) 72.5 (57.5, 82.5)
Time from symptom onset to diagnosis (y), n 495 726 0.45
Median (10th, ?0th percentile) 1.6(0.0,13.0) 1.4 (0.0, 10.7)
Year of enrollment, n (%) =0.001
2007-2012 13(2.2) 147 (17.2)
2013-2018 143 (24.4) 448 (54.8)
2019-2023 431(73.4) 239 (28.0)
Age at enrollment (y), median (10th, 90th percentile) 77.7 (68.0, 85.9) 76.4 (65.2, 85.7) 0.02
Symptom duration at enrollment (y), n S00 783 0.30
Median (10th, ?0th percentile) 3.000.4,13.7) 2703, 119
Follow-up time,' (y), median (10th, 90th percentile) 2.2{0.5,5.3) 2.3(0.6,5.7) 0.07




TTR genotype, n (%)
Variant
Wild-type
Most Common TTR Variants,' n (%)
V122l (p. V142])
V30M (p.V50M)*
168L (p.188L)
Heart failure, n (%)
MNYHA functional class, n (%)
|
|
1]
4"
NT-proBNP (pg/mL), n
Median (10th, 90th percentile)
LV septum thickness (mm), n
Median (10th, 90th percentile)
LV ejection fraction (%), n
Median (10th, 90th percentile)
mBMI, n
Median (10th, 90th percentile)

Past or current clinical trial participation, W n (98)

Yes
Tafamidis trial
MNon-tafamidis trial
MNo
Diagnostic method,” n (%)
Clinical symptoms

Amyloid confimed on tissue biopsy
TTR confimed as precursor protein on tissue biopsy

Scintigraphy
Other

48(8.2)
539 (91.8)

21 (3.6)
3(0.5)
5(0.9)
509 (86.7)
484
716(15.7)
305 (63.0)
102 (21.1)
1(0.2)
157

1883.0(459.0, 6837.0)

464

17.0(13.0, 22.0)

472

50.0(33.0, 63.0)

403

1077.6(851.8, 13456.5)

581

120 (20.7)
7(1.2)
113(19.4)
461 (79.3)

546(93.0)
244 (41.6)
218(37.1)
352 (60.0)
66(11.2)

138 (16.2)
716 (83.8)

67 (8.1)
18 (2.1)
10(1.2)
787 (92.2)
769

80 (10.4)
456 (59.3)
207 (26.9)
26 (3.4)
487

2498.0 (466.0, 8256.0)

611

17.0 (13.0, 22.0)

609

49.0 (29.0, 62.0)

473

1060.2 (806.4, 1344.1)

752

149 (19.8)
0

149 (19.8)

603 (80.2)

734 (85.9)
460 (53.9)
401 (47.0)
228 (26.7)
34 (4.0)

<=0.001

0.01

<=0.001
=0.001

0.04

0.13

0.02

0.23

0.70




Impact of tafamidis on myocardial function and CMR
tissue characteristics in transthyretin amyloid
cardiomyopathy

Stephan Dobner

=, Benedikt Bernhard, Lorenz Ninck, Monika Wieser, Adam Bakula, Andreas Wahl,

Valentin Kochli, Giancarlo Spano, Martina Boscolo Berto, Elena Elchinova, Yasaman Safarkhanlo,
Stefan Stortecky, Jonathan Schiitze, Isaac Shiri, Lukas Hunziker and Christoph Grani*

Department of Cardiology, Inselspital, Bern University Hospital, University of Bern, Bern, Switzerland
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Zaver

« Srdecni transthyretinova amyloidoza se stale poji s nepriznivou
prognozou

« V/Casna diagnostika a vCasne zahajeni leCby

« Dostupné ruzné stagingové systémy a metodika pro sledovani
progrese onemocneni

 Stabilizace tetrameru transthyretinu — prvni zkuSenosti a dostupna
data z klinickeé praxe




Vydej IéCivého pripravku Vyndagel je vazan na Iékarsky predpis a je hrazen z prostfedkl vefejného zdravotniho pojisténi.

Pfed pfedepsanim pfipravku se, prosim, seznamte s uplnou informaci o pfipravku na www.pfizer.cz/vpois.

Pfizer, spol. s r.0., Stroupeznického 3191/17, Smichov, 150 00 Praha, tel.: 283 004 111, fax: 251 610 270, www.pfizer.cz




Yo

Dekuji za pozornost.




