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Introduction

Conclusions

 DemonsTTRate is a global, multi-centre, prospective, long-term, observational study that is enrolling patients with ATTR-CM who have initiated treatment either with vutrisiran

or another approved AT TR-CM therapy in a real-world setting.

» Data will be extracted from patients’ medical records and collected based on clinical and laboratory assessments during routine visits; direct patient data collection of PROs will occur at enrolment and

every 6 months thereafter.

 This study will provide details on characteristics of patients receiving vutrisiran in real-world practice, impact of vutrisiran on health-related QoL and healthcare resource utilisation, and long-term

comparative effectiveness data.

ATTR-CM

ATTR is a progressive and fatal disease caused by the deposition of misfolded
TTR as amyloid fibrils in multiple tissues’3

In ATTR-CM, amyloid deposits accumulate in the cardiac tissue, ultimately
causing restrictive heart failure, conduction disease and arrhythmias?+4

Without treatment, patients with ATTR-CM experience significant morbidity,
mortality and marked decline in physical function and QoL3-*

Vutrisiran was approved for ATTR-CM by the FDA (March 2025) and EMA
(June 2025), adding to existing approved therapies including tafamidis and
acoramidis®"

Vutrisiran and HELIOS-B

Vutrisiran is an RNAI therapeutic that achieves rapid knockdown of TTR to
reduce the formation of misfolded TTR (Figure 1)'213

In HELIOS-B (NCT04153149), vutrisiran significantly reduced the risk of ACM
and recurrent CV events while preserving functional capacity and QoL vs placebo
with no safety concerns, in patients with ATTR-CM'2

The significant clinical benefits and tolerability of vutrisiran were maintained through
the first year of the HELIOS-B open-label extension'

Real-world data can enhance understanding of treatment patterns and demonstrate
the effectiveness of vutrisiran in clinical practice

Figure 1. Mode of Action of Vutrisiran
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Methods

DemonsTTRate

« DemonsTTRate (NCT07358078) is a global, multi-centre, prospective, long-term,
observational study, designed to assess vutrisiran use in the real-world healthcare
management of patients with ATTR-CM

« Patients enrolled in DemonsTTRate are being treated as per standard of care;
the study protocol does not recommend the use of any specific treatments, and

Figure 2. DemonsTTRate Study Objectives

Figure 4. Study Design and Data Collection
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There is no set visit schedule; data will be collected at each
routine visit and at least every 6 months

Direct patient data collection of PROs will occur
at enrolment, and every 6 months thereafter

Patients followed for
up to 5 years

Or until patient withdrawal of
consent, loss to follow-up, death
or the end of the study,
whichever comes first
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Figure 5. Data Collection
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Figure 3. Key Patient Enrolment Criteria

Age 218 years
Able to understand and comply with the study requirements and provide written
informed consent
Confirmed diagnosis of ATTR-CM, who at enrolment are either:
— Initiating treatment with vutrisiran, or have initiated vutrisiran treatment within the
prior 90 days or within 7 days after enrolment as part of their regular clinical care
— Have never received vutrisiran and are initiating treatment with another approved
ATTR-CM therapy or have initiated treatment within the prior 90 days of
enrolment as part of their regular clinical care

Inclusion Criteria

Exclusion Criteria

|  Enrolled in an interventional clinical trial

Demographic characteristics
« Date of birth or age

» Race

* Ethnicity

¢ Sex

ATTR-CM history

« ATTR-CM diagnosis, biopsy, imaging, type (WtATTR or hATTR)
« ATTR-CM signs and symptoms

« Other relevant medical history

Assessments
* NYHA functional classification

« Qutpatient diuretic intensification
 PROs (Norfolk QoL-DN, KCCQ, PGI-C, PGI-S, TSQM-9)

Treatments
« ATTR/heart failure-related

Select imaging parameters

* Echocardiogram

» Cardiac MRI

« Cardiac technetium scintigraphy

Laboratory tests
 NT-proBNP and BNP
* Troponin T and |

« TTR

Healthcare resource use

* Procedures

« Hospitalisations

« ATTR/heart failure-related outpatient visits
* Urgent care and ER visits

Vital status
« Patient disposition and date/cause of death
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