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New therapies for ATTR-CM
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The ATTR treatment is based on three categories: TTR stabilizers, TTR
silencers, and anti-TTR antibodies

* Genetic editing *
* Genetic silencers
o Patisiran **
o Inotersen /-
o Vutrisirans/r
o Eplontersen

Synthesis supression

* Tafamidis **
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ATTR-ACT was the first study in patients with ATTR-CM GO T o NS

ESTABLISHED IN 1812 SEPTEMEER 13, 2018 voL 370 No.1i

Tafamidis Treatment for Patients with Transthyretin Amyloid
Cardiomyopathy

rtz, Ph.D., Balarama Gundapaneni, M.S., Perry M. Elliott, M.D.
g sten, M.D., Martha Grog;

Mathew S. Maurer, M.D., Jeffrey H. Sc
Giampaolo Merlini, M

Amyloidogenic TTR cascade

Tafamidis binds to the thyroxine-binding . TTR dissociation ~ Amyloid fibril formation  Deposition of fibrils

sites of transthyretin with high affinity

and selectivity, stabilizing the tetramer The tetramer breaks Misfolded monomers Amyloid fibrils accumulate
into monomers aggregate into amyloid fibrils in different parts of the body,
such as the heart
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The ATTR-ACT study included adult patients with ATTRwt-CM or ATTRv-
CM and heart failure

. . . Table 1. Demographic and Clinical Characteristics of the Patients
Inclusion criteria e
. Tafamidis Placebo
v/ Patients between 18 and 90 years old Characteristic (N=264) (N=177)
v" TTR amyloid cardiomyopathy (wild type or variant) defined by: Age — yr
v" Presence of amyloid deposits in biopsy tissue, such as fat Mean 74.5+7.2 74.1+6.7
aspirate, salivary gland, median nerve connnective tissue Median (range) 75 (46—88) 74 (51-89)
sheath, or cardiac Sex — no. (%)
v' Evidence of cardiac involvement by echocardiography with an Male 241 (91.3) 157 (88.7)
end-diastolic interventricular septal wall thickness >12 mm Fermale 23 (8.7) 20 (11.3)
v A medical history of Heart Failure (HF) with at least 1 prior NYHA Class — no. (%)
hosp!taI!zat!on for Hf or clinical .eV|dence of HF (without Class | 24 (9.1) 13 (7.3)
hospitalization) manifested by signs or symptoms of volume
. : : : Class 11 162 (61.4) 101 (57.1)
overload or elevated intracardiac pressures that required/requires
treatment with a diuretic for improvement Class Il 78 (23.5) 63 [35.5)
. Modified BMIT 1058 8+173 .8 1066 4+194.
v 6-minute walk test >100 m - : B feaEns
NT-proBMNP level — pg/ml
v" NT-proBNP2 600 pg/ml _
Median 29959 3161.0
Interquartile range 1751.5-4861.5 1864 4-4825.0
Patients included form December 2013 to August 2024
- r_]_ A Corufia
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Tafamidis reduced the risk of all-cause mortality and CV hospitalization,
and slowed the deterioration in functional capacity and quality of life
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30% reduction in
all-cause mortality

Reduces the frequency of hospital
admissions for CV causes (32%), with the
exception of the subgroup of patients in

NYHA Il functional class.
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Tafamidis treatment improves long-term survival in patients with ATTR-CM
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Time to event (months)

Patients remaining at risk

(cumulative events)
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Elliott P et al. Circ Heart Fail. 2022;15:e008193

41% reduction in the risk of all-cause mortality in patients
with continuous tafamidis treatment compared with those

first receiving placebo
Continuous
tafamidis (n=176)

Follow-up median:
58,5 months

All-cause mortality: 44,9%
5 year survival rate: 53,2%.

All-cause mortality: 62,7%
5 year survival rate: 32,4%.

Placebo/Tafamidis

(n=177)

Follow-up median:
57,1 months
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Osakidetza therapeutic positioning report

El paciente debe cumplir todos 105 siguientes critenios para inicio de tratamiento: Criterios de discontinuacion del tratamiento

Se discontinuara el tratamiento cuando el pacients presente alguno de 10s siguientss criterios:

» Edad > 45 en las formas ATTRy (amiloidosis por transtireting, variante) v edad = 80 afios en las

formas ATTRwL (amiloidasis por transtireting, nativa). En los pacientes mayores de 85 afios se
valorara individugimente la indicacidn del fratamiento teniendo en cuenta su funcionalidad

»  Progresion de la enfermedad definida como a la clase [V de la NYHA u hospitalizaciones repetidas

por insuficiencia cardiaca descompensada.

mediante escala Barihgl; tratamiento indicado para pacientes independientes o con dependencia . . .
»  Haber recibide un trasplante de corazon o de higado.

ligera, Barthal =90).
- _ . - » |mplante un dispositivo de asistencia ventricular.
Se debe tener en cuenta gue en los ensayos clinicos no se han incluido pacientes dg 90 anos o
mayores » Desamollo de comorbilidad clinicamente relevante que condicione una reduccitn de |a expectativa

. N ; . i i : o calidad de vida del paciente.
o Antecedentes e insuficiencia cardiaca, ogn al menos una hospitalizacion previa o evidencia
e Tratamiento considerado fitil por su cardiclogo responsable.

clinica de insuficiencia cardiaca {sin hospitalizacion) que requiriesen tratamiento diurético.

o (Clase funcional | a Ide Ia New York Heart Association (NYHA) * Faltade adnerencia al tratamiento.

»  Espesor parsd ventricular > 12 mm,.
¢ Testde la marcha de & minutes de > 100 m.
« Transaminasas < 2 L5N.

= FG =25 mlfmin.

s Mo estar recibiendo ofros fratamientos modificadores de la enfermedad para la ATTR. disease-mod ifying d rug treatment in ATTR-CM

» Ausencia de comorbilidad clinicamente relevante gue condicione una reduccion de la expectativa

o calidad de vida del paciente.

@ eyeccion pr@ In ATTR-ACT LVEF 48,5%

Academy
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The NEW ENGLAND JOURNAL of MEDICINE

Acoramidis, ATTRibute-CM trial M ||

Efficacy and Safety of Acoramidis in
Transthyretin Amyloid Cardiomyopathy

v' As compared with other well-characterized TTR stabilizers (tafamidis, diflunisal, and tolcapone), acoramidis 'N'F'GC.L'EIE'E;'”i.i.ff‘jeﬁgﬁ“i"f Rt ﬂf.?“fj‘RT'T;Z’.'.ZTZTZ'
. . . o o . . . . . . L. Obici, 5.H. Poulsen, F. Rockhold, K.B. Shah, P. Soman, J.
has shown improved potency, binding affinity, binding-site occupancy, binding thermodynamics, and TTR H.Xu.X. Cao, T Lystg, U. S, and.C.Fox, for the ATTRibute.CM Invesigators

stabilization when assayed by a number of quantitative techniques.

30-month primary endpoint3:
Hierarchical analysis consisting of all-cause mortality,
cumulative frequency of CVH, change from baseline in NT-
proBNP, and change from baseline in 6MWD

Key
eligibility |
|\ criteria /

800 mg acoramidis HCI twice daily

Subjects with diagnosed ATTR- N =421

CM (WT or variant) 800 mg

acoramidis
NYHA Class I-1l HCI

ATTR-positive biopsy or Placebo twice daily twice daily
99mTc scan

N=211

Light chain amyloidosis
excluded if diagnosis by 99mTc

Efficacy assessment included 611 participants in the pre-
specified mITT population (eGFR 230 mL/min/1.73 m?)

Screening and randomization Tafamidis usage allowed after Month 12 Open-label extension

SECONDARY ENDSPOINTS: Cumulative frequency of CVH, change from baseline in 6MWD, change from baseline in KCCQ-OS, change = i;f <
from baseline in serum TTR, change from baseline in NT-proBNP and all cause mortality. - FrA

Treatment with tafamidis was not permitted during the initial 12 months of the trial, although such treatment was
permitted thereafter. 17.5% of the patients received tafamidis and the median time until the initiation was 17.2 months

- ‘]' A Coruna
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ATTRibute-CM trial, inclusion and exclusion criteria

L.

h

Inclusion Criteria

To be eligible to participate in the study, subjects must meet all the following criteria:

Have the ability to understand and sign a written informed consent form, which must be obtained prior to
initiation of study procedures.

Be male or female =18 to <90 years of age.

Have an established diagnosis of ATTR-CM with either wild-type TTBR-eravarm genatype (confirmed
by genotyping) based on either (1) endomyocardial biopsy, or (¥ positive *™Te-pyrophosphate

or -bisphosphonate scan, combined with accepted laboratory criteria excluding @ diagnosis of AL amyloidosis
(based on both immunofixation electrophoresis (IFE) of serum and/or urine, and serum free light chain (sFLC)
analysis); subjects with concurrent monoclonal gammopathy of undetermined significance (MGUS) may
require confirmation of the diagnosis of ATTR-CM by endomyocardial biopsy with mass spectrometric
analysis. Diagnosis of ATTR-CM will be confirmed by central review of the clinical data that were used to
establish the diagnosis.

Have

a, a history vidcnccd by at least one prior hospitalization for heart failure or

b. clinical evidenceof ficart failure without prior heart failure hospitalization manifested by signs or
symptoms of volume overload or elevated intracardiac pressures (e.g., elevated jugular venous pressure,
shortness of breath or signs of pulmonary congestion on x-ray or auscultation, or peripheral edema) or

¢.  heart failur ptoms that required or require ongoing treatment with a diuretic.
Hmr mptoms due to ATTR cardiomyopathy.
Female subjects of childbearing potential who engage in heterosexual intercourse must agree to use acceptable

method(s) of contraception beginning with randomization and continuing for 30 days after the last dose of
AGI10.

For subjects taking cardiovascular medical therapy, with the exception of diuretic dosing, must be on stable
doses (defined as no greater than 50% dose adjustment and no categorical changes of medications) for at least 2
weeks prior to Screening.

Have completed =

Must have LV wall (interventricular septum or LV posterior wall) thickness =13 mm as measured by
transthoracic echocardiogram or cardiac magnetic resonance (CMR) documented in medical history within 10
years of Screening or at Screening echocardiogram.

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

A CORUNA HF 27-28 SEPTEMBER 2024

Gillmore J D, et al. N Engl J Med 2024;390:132-142

Characteristic
Age—yr
Se — no. (36)
Male
Female
NT-proBNP — ng/liter
Mean

Median {IQR)

Mean eGFR — ml/min/1.73 m®
MAC stage — no. (36)1
I
I
m
NYHA functional class — no. (36)
|
I
m

Acoramidis
(N=421)

77.4£6.5

384 (91.2)
37 (8.8)

294612226

2326
(1332-4019)

61=18

241 (57.2)
134 (31.8)
46 (10.9)

51 (12.1)
293 (69.6)
77 (18.3)

Placebo
(N=211}

77.126.8

136 (38.2)
25 (11.8)

27251971

2306
(1128-3754)

61=19

120 (56.9)
63 (32.7)
22 (10.4)

17 (8.1)

162 (76.8)
32 (15.2)

#ACORUNAHF2024

All Patients
(N=8632)

77.326.6

570 (90.2)
62 (9.8)

2872+2145

7376
(1278-3910)

61=18

361 (57.1)
203 (32.1)
68 (10.8)

68 (10.8)
455 (72.0)
108 (17.2)
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Acoramidis, in the ATTRibute-CM trial, demonstrated benefit at the

primary endpoint

Hierarchical Components Win Ratio (9536 CI) PValue
Death from any cause, cardiovascular-related i e L& (14-23) <0001
hospitalization, NT-proBNP, &-min walk distance I
Death from any cause, cardiovascular-related [ S 1.4 [1.1-1.8)
hospitalization, 6-min walk distance !
Death from any cause, cardiovascular-related —_ 15 (1.1-2.0)
hospitalization 1
T T t T T 1
0.0 0.5 Lo L5 0 15
Placebo Befter Acoramidis Better

A CORUNA HF 27-28 SEPTEMBER 2024

Gillmore J D, et al. N Engl J Med 2024;390:132-142

Total patient pairs

1
Death from Any Cause Wins 15.3% Ties 71.2% Losses 13.5%
] 1 ¥
Frequency of Cardiovascular- ' '
Related Hospitalization Wins 19.7% Ties 42.0% Losses 10.1%
' 1 ¥
ch““ﬂﬁ"’,ﬂ_‘;‘:ﬂﬂ:; Wins 23.3% Ties 11.7% Losses 7.0%
l ! l
Change from Baseline in ' !
6-Minute walk Distance Wins 5.9% Ties 0.3% Losses 5.4%
Overall | Total wins 63.7% Total losses 35.9%
- Win ratio=1.8
- r_.]_ ACoruna
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Acoramidis, ATTRibute-CM trial, secondary endspoints

A Change in NT-proBNP Level

3.0
Placebo
2.5+ %f/

2.0+

Adjusted Geometric Mean
Factor Change from Baseline

I//
1.5 £{
-I - _I Acoramidis
105
T T T T T T T T T T T
€13 6 9 12 15 13 21 24 T 30
8 Months since Randomization
No.atRisk =
Acoramidis 408 365 355 361 3183 382 331 393 401 395 197

Placeba 202 184 181 130 19 1%0 195 199 1597 18% 198

B Change in 6-Minute Walk Distance

0-

% e
I
ST . ~
= - . Acoramidis
g2 .
25 = N
Ba oo .
% = -0 .
< ‘E - 100 F'lacel}n‘{
g 120
T T T T T T
Baseline & 9 12 18 24 3o
Months since Randemization
Mo. at Risk
Acoramidis 407 351 347 3&9 363 392 324
Placebo 202 175 176 185 185 190 126

E Death from Any Cause

Cumulative Incidence (%)

No. at Risk (no. of events)
Acoramidis
Placebo

1o0—

354

klig

25+ Placeba 4

20+ i,

15+ .,_.r__ Acoramidis

104 F

5 e e

0- I_.-I F._I‘ T T T T T T T 1

Baseline 3 & 9 12 15 1z 21 24 7 30
Maonths since Randomization

400 (0) 407 (7) 401{s) 393 (16) 385 (24) 363 (40) 365 (44) 358 (S1) 344 (E5) 336 (73] o0 (79

202 (o) 201{1) 198(4] 196(5) 18% (14) 128 [14) 183 (19) 175 (27) 166 (36) 156 [46) 0 ([52)

C Change in Kansas City Cardiomyopathy Questionnaire—Overall
Summary Score

D=

-1oH

Acoramidis

~15-

from Baseline

20

Least-Squares Mean Change

_75-]
Baselined & § 12 18 24 30
Months since Randomization

Mo. at Risk
Acoramidis 408 763 380 3%0 307 404 407 405
Placeba 202 134 192 194 19 199 2ol 20l

D change in Serum Transthyretin Level

lo.oo
- .
£E= 7.5 Acoramidis
ﬁ'\:l
§g 5.0
=B
o7 25
iﬁ Macebo
ace
E oo _
R e
g -15
I* T T T T T T T T T T
.E“ 3 & 9 12 15 1l 21 24 127 0
gg Months since Randomization
Mo. at Risk
Acoramidis 406 359 353 357 378 376 381 387 398 191 357
Placebo 199 177 173 177 1ss 1s5 192 195 194 187 197
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The reduction in all-cause mortality was not statistically significant

The observed 30-month survival of 74.3% in the placebo group in ATTRibute-CM
was greater than the corresponding percentage of 70.5% in the combined tafamidis

treatment groups in ATTR-ACT

The FDA has approved acoramidis to treat patients

with ATTR-CM
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APOLLO-B Trial, Patisiran Treatment in patients with ATTR-CM

v

Patisiran, an RNA interference therapeutic agent with a lipid nanoparticle delivery system, targets the
common 3’ untranslated region of TTR messenger RNA in the liver to reduce circulating transthyretin
protein levels in both variant and wild-type ATTR amyloidosis

Patisiran has been approved for the treatment of variant ATTR amyloidosis in patients with
polyneuropathy on the basis of the results of the phase 3 APOLLO trial, which showed that patisiran halted
or reversed the progression of neuropathy and improved quality of life.

In APOLLO-B trial 360 patients randomly
assigned to receive patisiran (0,3 mg per kg
every 3 weeks) or placebo for 12 months

The NEW ENGLAND
]OURNAL o MEDICINE

OCTOBER 206, 2023

Patisiran Treatment in Patients with Transthyretin Cardiac
Amylmdosns

sustafsson, R.R. Hung, R.L. Gottliet

ven, E. Yureneva, M
for the APOLLO-B Trial Investigator

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic

Median age at screening (range) — yr

Male sex — no. (%)
Wild-type ATTR amyloidosis — no. (%)

Median time since diagnosis of ATTR amyloidosis (range) — yr
Treatment with tafamidis — no. (%)

At baseline

Started during 12-month double-blind period
ATTR amyloidosis stage — no. (%)

Stage 1

Stage 2

Stage 3

NYHA class — no. (%)
Class 1
Class I
Class 111
Median 6-minute walk distance (IQR) — m
Score on the KCCQ-OS|
Laboratory values

Median NT-proBNP level (IQR) — pg/ml

Patisiran
(N=18])

76 (47-85)
161 (89)
144 (80)

0.8 (0.0-6.0)

46 (25)
5(3)

124 (69)
46 (25)
11 (6)

10 (6)
156 (86)
15 (8)
358.0 (295.0-420.0)
69.8+21.2

2008.0 (1135.0-2921.0)

Placebo
(N=178)

76 (41-85)

160 (90)
144 (81)

0.4 (0.0-10.0)

45 (25)
3(2)

120 (67)
45 (25)
13 (7)

15 (8)
150 (84)
13 (7)
367.7 (300.0-444.3)
70.3+20.7

1813.0 (952.0-3079.0)

A CORUNA HF 27-28 SEPTEMBER 2024 #ACORUNAHF2024

Maurer M.S. et al. N Engl J Med. 2023;389;1553-1565
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APOLLO-B Trial, Patisiran Treatment in patients with ATTR-CM

A Change from Baseline in &-Minute Walk Test
-0.81
(95% CI, -8.80
10— -0.83 ta £.00) -£8.15
{95% Cl, -16.50 (35% Cl,-16.42
Better to 0.85) te 1.50)
- R, - 0 (PO, ol
T —_— Patisiran
% -1+ &7 | T
5 (95% CI,-13.30 “——__Placeho
Worse S a0 to 1.50) -13.20 TT—
3 {95% I, -12.63 135
2 ;
= to-1.15) (95% CI, -34.05
-30+ H-L estimate of median difference at 12 mo, to -7.52)
14.69 (95% CI, 0.69 to 28.69)
P=0.02
40 T T T
a 6 9 12
Months
No. of Patients
Flacebo 178 178 178 178
Patisiran 181 181 181 181
B Change from Baseline in Kansas City Cardiomyopathy Questionnaire—Cwverall Summary
0.7 03
. 01 {95% CI,-1.6 (95% CI, -2.2
- to 3.1 o
[953: <2:|.3] 21 01.) t028)
Better 'E 2
E Patisiran
— B L il e e O e B L e e e e
5 T
£ 11
= -2 (93% Cl,-3.3
Waorse g to 1.1 -27 - ____Pl_ac_eb_o_
9 -4~ Least-squares median difference at 12 mo, (9536 C1,-5.1 -3.4
3.7 (95% Cl, 0.2t07.2) to-04) (85% Cl, 5.9
P—0.04 to-0.9)
I
T T J
& k] 12
Months
No. of Patients
Flacebo 178 170 167 164
Patisiran 181 169 170 170
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v' At month 12, the decline in the 6-minute walk distance was lower in the
patisiran group than in the placebo group. The KCCQ-OS score increased in
the patisiran group and declined in the placebo group.

v’ Significant benefits were not observed for the second secondary end point
(composite of death from any cause, cardiovascular events, and change from
baseiline in the 6MWT distance) over 12 months.

v Infusion-related reactions, arthralgia, and muscle spasms occurred more
often among patients in the patisiran group than among those in the placebo
group.

The magnitude of its effect was not considered
clinically sufficient to condition its approval in heart
disease by the FDA.

As previously announced, the FDA’s Cardiovascular and Renal Drugs Advisory Committee met on
September 13, 2023 to discuss the sNDA for patisiran and voted 9:3 that the benefits of patisiran
outweigh its risks for the treatment of the cardiomyopathy of ATTR amyloidosis.
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Vurisiran, a RNAi therapeutic that reduces the production of the TTR

protein

v’ Vutrisiran is a subcutaneously administered RNA interference therapeutic agent that inhibits hepatic synthesis of both wild-type and variant TTR

messenger RNA at their source, resulting in rapid knockdown of the pathogenic protein before amyloid-causing monomers can form.

v Enhance potency as compared with earlier RNA interference therapeutic agents and allow for administration once every 3 months.

v’ Vutrisiran is currently approved for the treatment of hereditary ATTR amyloidosis with polyneuropathy

A CORUNA HF 27-28 SEPTEMBER 2024

ARNi de doble cadena

Un ARNi de doble cadena modificado
quimicamente que se dirige a una

secuenciaespecificadel ARNm de la TTR.

-

Conjugado GalNAc

Ligando que contiene 3 residuos de
GalNAc (monosacarido derivado de la
galactosa) para permitir el transporte a

los hepatocitos
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HELIOS-B Study Desing: A Randomised,

ATTR-CM

All the patients were instructed to take the

recommended daily allowance of vitamin A.

7

Patient Population
(N=555) *  NTproBNP >300 and < 8,500

* ATTR: wild-type or any TTR variant

* Confirmed cardiomyopathy and medical
history of symptomatic HF

* NYHA Class <lll; 6-MWT 2150 m;
NT-proBNP limits® at baseline

* Approximately 40% of patients on
tafamidis at baseline

Select Exclusion Criteria:
+ NYHA Class IV HF
* PND Score Il at the screening visit

v
1:1 RANDOMISATION®

* Received prior TTR lowering treatment

J/

eGFR <30 ml/min
NYHA Il and ATTR stage 3 (NTproBNP >3,000 and eGFR <45 ml/thin)

v

v

Vutrisiran
SC q3M

25 mg

Placebo

SC q3M

>

7

Primary Endpoints

Composite outcome of all-cause mortality and
recurrent CV events during double-blind (DB}
period (Month 33-36) in:
* Overall population
* Monotherapy population (patients not on
tafamidis at baseline)

Secondary Endpoints®

Change from BL to Month 30 in 6-MWT distance
Change from BL to Month 30 in KCCQ-0S
All-cause mortality through 42 Months

Change from BL to Month 30 in NYHA class

Screening period Day 1

(Baseline)

A CORUNA HF 27-28 SEPTEMBER 2024

Marianna Fontana M. D, et all. N Engl J Med 2024

Variable DB period

double-blind outcomes study in

“ ORIGINAL ARTICLE “

Vutrisiran in Patients with Transthyretin
Amyloidosis with Cardiomyopathy

M. Fontana, J.L. Berk, J.D. Gillm M. Grogan

Vutrisiran

SCg3M
25 mg

Vital status was ascertained
for 99.8% of patients

At the end of the double-blind period (a variable follow-up of 33 to 36 months), patients were
eligible to be enrolled in the ongoing open-label extension period for up to 24 months
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Contemporary Population

Overall Population

Parameter

Vutrisiran

Age (years), median (range) 76 (46, 85)
Male sex, n (%) 306 (93.3)
hATTR amyloidosis, n (%) 39 (11.9)
NYHA class, n (%) | 35 (10.7)
I 258 (78.7)
n 35 (10.7)
ATTR disease stage, n (%) 1 229 (69.8)
2 87 (26.5)
3 12 (3.7)
Baseline 6-MWT, meters, mean (SD) 377 (96)
Baseline KCCQ-0S, points, mean (SD) 72.26 (19.92)
Baseline NT-proBNP, ng/L, 1801
median (IQR) (1042, 3082)
Baseline Troponin |, ng/L, 65.2
median (IQR) (41.1, 105.5)

(N=326)

77 (45, 85)
299 (91.7)
37 (11.3)

49 (15.0)
250 (76.7)
27 (8.3)
208 (63.8)

100 (30.7)
18 (5.5)

372 (104)

72.96 (19.44)

2021
(1138, 3312)

71.9
(44.9, 115.9)

No differences in age and gender

35.6% in ATTR-ACT and 17.2% in ATTRibute

This differences could reflect an evolution in disease

10% in ATTRibute awareness and earlier diagnosis, and thus better prognosis
B In ATTR-ACT within the recently diagnosed target patient population
67 in ATTR-ACT

3,100 in ATTR-ACT and 2,300 in ATTRibute
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Contemporary Population

Parameter

Age (years), median (range)
Male sex, n (%)

hATTR amyloidosis, n (%)
NYHA class, n (%)

ATTR disease stage, n (%)

Baseline 6-MWT, meters, mean (SD)

Baseline KCCQ-0S, points, mean (SD)

Baseline NT-proBNP, ng/L,
median (IQR)

Baseline Troponin I, ng/L,
median (IQR)

Overall Population

76 (46, 85)
306 (93.3)
39 (11.9)

35 (10.7)
258 (78.7)
35 (10.7)

229 (69.8)

87 (26.5)
12 (3.7)

377 (96)

72.26 (19.92)

1801

(1042, 3082)

65.2

(41.1, 105.5)

Vutrisiran
(N=326)
77 (45, 85)

299 (91.7)
37 (11.3)

49 (15.0)
250 (76.7)
27 (8.3)
208 (63.8)
100 (30.7)
18 (5.5)

372 (104)

72.96 (19.44)

2021

(1138, 3312)

71.9

(44.9, 115.9)

s

.

Substantial use of effective background medications
* Tafamidis Time from study start to initial drop-in dose (median): 17 months

* Baseline Y40% in both treatment arms

* Drop-in on monotherapy population during DB period ~21%
and ~22% for placebo and vutrisiran, respectively

* SGILT2 inhibitors
* Baseline ¥“3% in both treatment arms

* Drop-in during DB period ~35% and ~31% for placebo and
vutrisiran, respectively

Substantial use of diuretics

* Baseline “80% in both treatment arms

*  Qutpatient initiation or intensification of diuretics after first dose
was ~56% and ~48% for placebo and vutrisiran, respectively

Patients were not randomised to baseline tafamidis; patients on
baseline tafamidis were generally healthier based on NYHA class, NT-
proBNP, 6-MWT, and KCCQ-0S score

Evolution toward earlier diagnosis and improved HF management; contemporary patients have less
advanced disease, and are managed with tafamidis, SGLT2 inhibitors, and diuretics

A CORUNA HF 27-28 SEPTEMBER 2024 #ACORUNAHF2024

Marianna Fontana M. D, et all. N Engl J Med 2024
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Primary Endpoint: Statistically Significant Reduction in the Composite of
All-Cause Mortality and Recurrent CV Events

Curves diverge 6 months

after randomization

s
100 =

X 90+
=
%]
< 80 —
o
b4
c 70
>
d
S 60—
E
2
= 50
£
o
-]
@
g
Ll

30 - Time-to-first®: HR=0.716 (95% Cl: 0.566, 0.905), p-value:
I I I I I I

0 3 (] 9 12 15
Fol
Cumulative No. of Events
Placebo 0 11 31 53 70 84
\ Vutrisiran 0 19 30 39 50 65

A CORUNA HF 27-28 SEPTEMBER 2024

Marianna Fontana M. D, et all. N Engl J Med 2024

Time to First CV Event or All-Cause Mortality?

Vutrisiran

Placebo

28% reduction in the
overall population
[

40 - .
Primary analysis®: HR=0.718 (95% CI: 0.555, 0.929), p-ve | e

Primary endpoint: all-cause mortality and recurrent CV events (LWYY)

HR (95% ClI) 0.718 (0.555, 0.929)
p-value 0.0118
Components

All-cause mortality (DB period)
HR (95% Cl)?
Log-rank p-value

0.694 (0.490, 0.982)

0.0389
Recurrent CV events (Poisson regression)

Relative rate ratio (95% Cl) 0.733 (0.610, 0.882)

p-value 0.0010
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Vutrisiran maintains functional capacity, health status, and quality of life

[N
[=]
1

)

=

[=] [=]
1 |

=20

=30

B-MWT, m, Median Change
from Baseline (95% CI)

:

50

Median Change over Time (Observed)

M
| Flacebo
®  Vutrisiran

38
325

303
297

Time [Months)

283 267 240 223
273 267 247 238

N
i
Median Change over Time (Observed)
4 -
5
s o me
£0 — b f
58 2 ——
58 - T =
B c -
& E -6 - —n
i -8 -
9% |
gg ]
12
= KCCQ-0S
I I I 1 I I
0 6 12 18 24 30
Time [Months)
M
| | Placebo 327 308 300 277 256 234
@  VYutrisiran 315 305 291 2380 263 252
e

A CORUNA HF 27-28 SEPTEMBER 2024 #ACORUNAHF2024

Marianna Fontana M. D, et all. N Engl J Med 2024

Change from Baseline

at Month 30

6-MWT, n
Median
LS mean (SEM)
LS mean difference (95% Cl)
p-value

KCCQ-0S, n
Median
LS mean (SEM)
LS mean difference (95% Cl)
p-value

NYHA Class, n
Stable or improved %
Difference in % patients stable
or improved (95% Cl)
p-value

Overall Population

Placebo Vutrisiran
(N=328) (N=326)
285 294
-30.65 -7.50
-71.88 (4.79) -45.42 (4.62)
— 26.46 (13.38, 39.55)
= 0.00008
298 306
-6.25 -1.30
-15.49 (1.26) -9.68 (1.19)
— 5.80 (2.40, 9.20)
= 0.0008
328 326
61 68
_ 8.7
(1.3, 16.1)
= 0.0217
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Secondary Endpoint: Statistically Significant Reduction in All-Cause
Mortality Througt 42 Months

.

Time to All-Cause Mortality
100 4 == Vutrisiran
" Placebo
Z 90 —
E
m
S
E 50 36% reduction
< in the overall
E 70 — population
v
o
7]
= 60 —
<
Cox model HR=0.645 (95% CI: 0.463, 0.898) open-label extension period
50 | Log-rank test p-value=0.0098 Py TEndred
I I | I I | I I I | | | 1
0 3 6 9 12 15 18 21 24 27 39 42 45
Follow-Up Time (Months)
Cumulative No. of Events
Placebo 0 3 7 8 14 25 29 34 38 47 80 85 85
Vutrisiran 0 2 5 8 18 28 30 34 37 42 57 60 60 )
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Consistent Benefits across All Presprecified Subgroups

4 )

Composite Outcome of All-Cause Mortality & Recurrent CV Events Secondary Endpoint of All-Cause Mortality Through 42 Months

Subgroup Vutrisiran/Placebo HR 95% ClI Vutrisiran/Placebo HR 95% ClI
Overall (N=654) —— 0.718 (0.555, 0.929) — 0.645 (0.463,0.898)
- <75 (N=257) : = i 0.545 (0.348, 0.854) | . | 0.552 (0.293, 1.040)
- e oo it
275 (N=397) el f—i 0.806 (0.584, 1.114) — 0.686 (0.464,1.013)
. No (N=355) —— 0.672 (0.487, 0.929) L 0.655 (0.440,0.573)
saseline ' """ il
tafamidis use  yag (N-259) — 0.785 (0.511, 1.207) ' » " 0.588 (0.320, 1.081)
ATTRdisease _ TR NETRl S T 09r lasarmy S B L oa 10350, 20830
type WEATTR (N=578) (S — 0.674 (0.508, 0.898) —_— 0.609 (0.424,0.875)
/1l (N=592) — 0.727 (0.552, 0.958) — 0.663 (0.467, 0.940)
NYHA class ------------—--------- oo s
Il {N=62) k & { 0.681 (0.330, 1.406) & 0.578 (0.198, 1.689)
- 22000 (N=342) —_— 0.525 (0.349, 0.788) L & 4 0.348 (0.183, 0.659)
Baselipe  — 4 "¢ -4 o
Rl 2000 (N=312) ——— 0.798 (0.562,1.133) —_—— 0.827 (0.553,1.236)

[ [ | T T I
0.25 0.50 1.00 2.00 0.25 0.50 1.00 2.00
44— Favoursvutrisiran ———+—— Favours placesbo  ———» 4—— Favours vutrisiran ———+—— Favours placebo ——»
\__ @ The New England Journal of Medicine (2024) _)

v'  Greater benefits seen in patients with earlier disease (age <75 years and NTproBNP <2000 ng/I), with 46% and 48% reduction, respectively, in
primary composite endpoint, and 45% and 65% reduction, respectively, in all-cause mortality.
v' Consistente benefit in patients with or without baseline tafamidis
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Statistically Significant Outcomes Benefit with Vutrisiran Monotheraphy

.

~\
Time to First CV Event or All-Cause Mortality®

© 1001 Vutrisiran

LE.; 90- — Placebo

=y

S 801

E 70

@

S 60

£

2 504

[*S

E 404

2 Primary analysis®: HR=0.672 (95% Cl: 0.487, 0.929), p-value=0.0162

2 309 Time-to-first: HR=0.644 (95% Cl: 0.479, 0.867), p-value=0.0043 4 censored
1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39

) Follow-Up Time (Months)

Cumulative No. of Events

Placebo 0 5 22 33 43 52 60 65 72 83 93 103 105 105

Vutrisi,an 0 14 22 29 34 43 49 52 57 65 63 73 76 76

S

A CORUNA HF 27-28 SEPTEMBER 2024

Marianna Fontana M. D, et all. N Engl J Med 2024

Adiusted Survival Probability, %

-

33% reduction in the primary composite endpoint

Time to All-Cause Mortality?

100

90

Endpoint

Primary endpoints: Composite
outcome of all-cause mortality
and recurrent CV events

Secondary endpoints

6-MWT change at Month 30

KCCQ-0S change at Month 30
All-cause mortality through
Month 42

NYHA class: % stable or
improved at Month 30

Treatment effect
estimation

Hazard ratio

LS Mean difference

LS Mean difference

Hazard ratio

Adjusted
% difference

Vutrisiran

Placebo

Monotherapy population
(N=395)

Treatment effect

0.672 0.0162
32.09 0.0005
8.69 0.0003
0.655 0.0454
12.5% 0.0121
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Safety Profile

Overall Population

AE Category, n (%)

Placebo Vutrisiran

(N=328) (N=326) v" The mayority of AEs were mild or moderate
AEs 323 (98.5) 322 (98.8) v No AEs seen >3% more frequently with
SAEs 220 (67.1) 201 (61.7) vutrisiran compared with placebo
oa (s91) 158 (985) 7 i 6 el e v
AE leading to treatment discontinuation 13 (4.0) 10 (3.1)
Deaths? 63 (19.2) 49 (15.0)

& The New England Journal of Medicine (2024)

Academy
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Eplontersen

v Eplontersen is an investigational ASO that is being developed for the treatment of ATTR amyloidosis. It is designed to bind to wild-type
(acquired) TR mRNA, as well as all TTR variants tested, to prevent protein translation, thus resulting in degradation of the TTR mRNA and

lower TTR protein production.

v Eplontersen uses the advanced LICA technology platform in which the ASO is conjugated to the ligand GalNAc3. The conjugation of the ASO
is thought to enhance drug delivery to the hepatocyte, the primary producer of TTR.

v' Compared to unconjugated ASOs such as inotersen, this hepatocyte-targeted delivery with GalNAc3-conjugation increases drug potency 20-
30-fold, reduces systemic drug exposure, supports lower, less frequent dosing, and could potentially increase the safety margin.

A CORUNA HF 27-28 SEPTEMBER 2024
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Eplontersen in patients with ATTR-CM, ongoing trial

Global, Randomized, Multicenter, Double-Blind, Placebo-Controlled Trial in Patients With ATTRv-CM and ATTRwt-CM

2

cardio

TTRansform

}"[||»| /I Screening
Eplontersen 45 mg ]

SC Q4W .
Pacients with R1:1 Extensién Open
ATTRv-CM or =~14002 Label

SC Q4W

All patients will receive supplemental doses of the recommended daily allowance of vitamin A
x 3¢ 2
Day 1 week 140 Week 160
(Analisis final)
Concomitant use of tafamidis was permitted per SoC at any time during the study
Results 2025/2026

g coni
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A Change in Serum TTR Concentration in Patients Whe Received 0.1 mg/kg
° L) e ° ° O —— —— - —m o o e
Genetic editing in patients with ATTR-CM
g =30
A Intravenous Infusion of NTLA-2001 2 9
2 404
;t:lgpincimh;im E -50- e ——— | :EE
e NEW ENGLAND — i '
JOURNAL o MEDICINE . 2
ssssssssssssss AUGUST S, 2021 VOL 385 NO.6 ~204
\' 189 ; . T 1
. . . . . o T 14 1 I
CRISPR-Cas9 In Vivo Gene Editing for Transthyretin Amyloidosis \ o
Julian D. Gillmore, M.D., Ph.D., Ed Gane, M.B, Ch.B., Jorg Taubel, M.D., Justin Kao, M.B,, Ch.B., '.\ \ v
Marianna Fontana, M.D., Ph.D., Michael L Maitland, M.D., Ph.D., Jessica Seitzer, B.S., Daniel O'Cennell, Ph.D., \
T st S e e e .o o e e S B \ e T e e e e
Olivier Harari, M.B., B.Chir, Ph.D., Andrew Murphy, Ph.D., Christos A. Kyratsous, Ph.D., Brian Zambrowicz, Ph.D., = = = e e e e e e e e e e
Randy Seltys, Ph.D., David E. Gutstain, M.D., John Leonard, M.D., Laura Sepp-Lorenzino, Ph.D., o
and David Labwohl, M.D. B LE \"\.\
B NTLA-2001 LNP Uptake in Hepatocytes C Cleavage of DNA at TTR Gene Sequence by Cas9 g 704 .,
( . - [PESREEES s 10 N
. . . age . B D — i _40 x\\
v/ NTLA-2001 is an in vivo gene-editing therapeutic e N C = L.
agent that is designed to treat ATTR amyloidosis by [ e = s #L X i :
. . . . - JecEptor = - 5
reducing the concentration of TTR in serum. It is T it 2 R ——— .
. B |
based on the clustered regularly interspaced short . @ %01 -
. . . gt ']m T T T 1
palindromic  repeats and  associated  Cas9 o 7 14 n L
. 3 (8]
endonuclease (CRISPR-Cas9) system and comprises a Y bl temd "
. . . . wghs % TTRspecic sgRNA into - —
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Cas9 protein and a single guide RNA targeting TTR. 2 - 10
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— £ 101
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MAGNITUDE: A Phase 3 Study of NTLA-2001 in Participants With ATTR-CM

RECRUITING @

MAGNITUDE: A Phase 3 Study of NTLA-2001 in Participants With Transthyretin Amyloidosis With
Cardiomyopathy (ATTR-CM)

ClinicalTrials.gov ID @ ncTos128620 CRISPR gene editing
Sponsor O intelia Therapeutics

Information provided by O intelia Therapeutics (Responsible Party)

Last Update Posted @ 20240020

v' 765 patients
v" Primary endpoint: Composite outcome of CV mortality and CV events

Spain

Madrid, Spain, 28222
Hospital Universitario Puerta de Hierro Majadahonda

A CORUNA HF 27-28 SEPTEMBER 2024

Inclusion Criteria:

s Documented diagnosis of ATTR amyloidosis with cardiomyopathy

s Medical history of heart failure (HF)

s Symptoms of HF are optimally managed and clinically stable within 28 days prior to
administration of study intervention

= Screening NT-proBNP, a blood marker of HF severity, greater than or equal to 1000 pg/mL (or
greater than or equal to 2000 pg/mL if participant has known atrial fibrillation)

Exclusion Criteria:

= New York Heart Association (NYHA) Class IV HF

* Polyneuropathy Disability score of IV (confined to wheelchair or bed)

» Has hepatitis B, hepatitis C or human immunodeficiency virus (HIV) infection

s History of active malignancy within 3 years prior to screening

= RNA silencer therapy (patisiran, inotersen and/or eplontersen) within 12 months prior to
dosing. Any prior vutrisiran use is not allowed

s [nitiation of tafamidis within 6 months prior to study dosing

» Estimated glomerular filtration rate (eGFR) <30 mL/min/1.73m*2

s Liver failure

s Uncontrolled blood pressure
s Unable or unwilling to take vitamin A supplementation for the durati
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Study of ALXN2220 Versus Placebo in Adults with ATTR-CM (DepleTTR-CM)

Inclusion Criteria: RECRUITING @

s Centrally confirmed diagnosis of ATTR-CM with either wild-type or variant TTR genotype Study of ALXN2220 Versus Placebo in Adults With ATTR-CM (DepleTTR-CM)

= End-diastolic interventricular septal wall thickness =11 mm for women or = 12 mm for men on ClinicalTrials.gov I @ NCT06183931

echocardioaraphy measured at Screening sponsor @ Alexion Pharmaceuticals, Inc.
. Screerll'ng Information provided by © 2lexion Pharmaceuticals, Inc. (Responsible Party)
« Treatment with a loop diuretic for at least 30 days prior to Screening Last Update Posted @ 2024-0905

» History of heart failurt Screening

s Life expectancy of =z & months as per the Investigator's judgment v’ 1,000 patients

v" Primary endpoint: Composite outcome of all-cause mortality and CV events
= Males and females of childbearing ability must use contraception Y P P ¥

Exclusion Criteria:

v \{7
* Known leptomeningeal amyloidosis ' ' ' ,Monaco

» Known light chain (AL) or secondary amyloidosis (AA), or any other form of systemic Sl Marseille
amyloidosis An T
= Acute coronary syndrome, unstable angina, stroke, transient ischemic attack, coronary Pogto n £ 2L
revascularization, cardiac device implantation, cardiac valve repair, or major surgery within 3 & d
months of Screening Portugal Sl Va’:la P%a
» Uncontrolled clinically significant cardiac arrhythmia, per Investigator's assessment Lisgon
n echocardiography - , '
= Renal failure requiring dialysis or a Screening ;Se\glle' : Alglgrs
yl)z.dgw-»
= Polyneuropathy with PND score IV Gibraltar
The trials with withdrawers are the first that will allow Govale Yrehmned shnrenien
patients to be included in NYHA IV.
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The future of ATTR-CM treatment

ACTIVE, NOT RECRUITING @ Phase 2

coramitug

A Research Study to Look at How a New Medicine Called NNC6019-0001 Works and How Safe it is
for People Who Have Heart Disease Due to Transthyretin (TTR) Amyloidosis

ClinicalTrials.gov ID @ ncTo5442047

Sponsor © novo Nordisk A/S

Information provided by © novo Nordisk A/S (Responsible Party)

Last Update Posted @ 20240019

RECRUITING @ Phase 2
A Phase I/lla, Open-label, Single Ascending Dose and Dose-expansion Clinical Study to Evaluate the
Safety, Tolerability, Pharmacokinetics and Pharmacodynamics of YOLT-201 in Patients With
Transthyretin Amyloidosis Polyneuropathy (ATTR-PN) or Transthyretin Amyloidosis Cardiomyopathy
(ATTR-CM)

ClinicalTrials.gov ID @ ncTos530208

Sponsor @ voiTech Therapeutics Co., Lid

Information provided by @ voiTech Therapeutics Co., Ltd (Responsible Party)

Last Update Posted O 20240806

Academy
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Conclusions

v’ Tafamidis is the only drug available for the treatment of patients with ATTR-CM, but acoramidis and vutrisiran have already
demonstrated their benefit in clinical trials. Patisiran, despite showing benefit in the primary objective of APOLLO-B, has not
been approved by the FDA because it is not considered clinically significant.
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Conclusions

v’ Tafamidis is the only drug available for the treatment of patients with ATTR-CM, but acoramidis and vutrisiran have already
demonstrated their benefit in clinical trials. Patisiran, despite showing benefit in the primary objective of APOLLO-B, has not
been approved by the FDA because it is not considered clinically significant.

v" The studies are not comparable to each other. Although they have similar inclusion criteria, patients included in most recent
studies are in more recent stages of the disease, with a probable better prognosis.
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Conclusions

v’ Tafamidis is the only drug available for the treatment of patients with ATTR-CM, but acoramidis and vutrisiran have already
demonstrated their benefit in clinical trials. Patisiran, despite showing benefit in the primary objective of APOLLO-B, has not
been approved by the FDA because it is not considered clinically significant.

v" The studies are not comparable to each other. Although they have similar inclusion criteria, patients included in most recent
studies are in more recent stages of the disease, with a probable better prognosis.

v’ There are currently several studies underway (cardio-TTRansform, MAGNITUDE and DepleTTR-CM) and in the coming years
we will have their results available.

- r_.]_ A Coruna
A CORUNA HF 27-28 SEPTEMBER 2024 #ACORUNAHF2024 C@ Heart Failure
2L Academy



Conclusions

v’ Tafamidis is the only drug available for the treatment of patients with ATTR-CM, but acoramidis and vutrisiran have already
demonstrated their benefit in clinical trials. Patisiran, despite showing benefit in the primary objective of APOLLO-B, has not
been approved by the FDA because it is not considered clinically significant.

v" The studies are not comparable to each other. Although they have similar inclusion criteria, patients included in most recent
studies are in more recent stages of the disease, with a probable better prognosis.

v’ There are currently several studies underway (cardio-TTRansform, MAGNITUDE and DepleTTR-CM) and in the coming years
we will have their results available.

voltis necessary to select patients properly as the treatments have a very high price. There is a theoretical benefit of associating
drugs with different mechanisms of action.
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voltis necessary to select patients properly as the treatments have a very high price. There is a theoretical benefit of associating
drugs with different mechanisms of action.

v 1t will be necessary to establish criteria for starting treatment (until now only patients with clinical HF), the starting drug
(monotherapty or combined treatment), criteria for disease progression, response to treatment and switching between
treatments (biomarkers, echo, etc.).
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Conclusions

v’ Tafamidis is the only drug available for the treatment of patients with ATTR-CM, but acoramidis and vutrisiran have already
demonstrated their benefit in clinical trials. Patisiran, despite showing benefit in the primary objective of APOLLO-B, has not
been approved by the FDA because it is not considered clinically significant.

v" The studies are not comparable to each other. Although they have similar inclusion criteria, patients included in most recent
studies are in more recent stages of the disease, with a probable better prognosis.

v’ There are currently several studies underway (cardio-TTRansform, MAGNITUDE and DepleTTR-CM) and in the coming years
we will have their results available.

voltis necessary to select patients properly as the treatments have a very high price. There is a theoretical benefit of associating
drugs with different mechanisms of action.

v 1t will be necessary to establish criteria for starting treatment (until now only patients with clinical HF), the starting drug
(monotherapty or combined treatment), criteria for disease progression, response to treatment and switching between
treatments (biomarkers, echo, etc.).

v Every patient with ATTR-CM should be considered for inclusion in a clinical trial.
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