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... The CASTLE story....

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘ A Primary End Point
. . ' 100 407 Hazard ratio, 0.24 {95% Cl, 0.11-0.52)
Catheter Ablation in End-Stage Heart Failure 90 | P<0.00Lby logrranktest
. . . . . -— 80_ . "
with Atrial Fibrillation £ . Medical-therapy group
v 704 7
v}
Christian Sohns, M.D., Henrik Fox, M.D., Nassir F. Marrouche, M.D., 5 60
Harry J.G.M. Crijns, M.D., Ph.D., Angelika Costard-Jaeckle, M.D., -E 10+
Leonard Bergau, M.D., Gerhard Hindricks, M.D., Nikolaos Dagres, M.D., o 30+ Ablation group
Samuel Sossalla, M.D., Rene Schramm, M.D., Ph.D., Thomas Fink, M.D., = 40+ 0 ' 1 ' 1
% - . = 0 180 360 540 720
Mustapha El Hamriti, M.D., Maximilian Moersdorf, M.D., Vanessa Sciacca, M.D., 5 30
Frank Konietschke, Ph.D., Volker Rudolph, M.D., Jan Gummert, M.D., E
Jan G.P. Tijssen, Ph.D., and Philipp Sommer, M.D., v 204
for the CASTLE HTx Investigators 104 .—.—'—r’_.—
c T I | 1
0 180 360 540 720
Days since Randomization
No. at Risk
Medical-therapy group 97 75 72 41 12
Ablation group 97 94 88 50 20

Sohns C et al. N Engl J Med 2023



Primary End Point over Time
@ ( :”:Q| ||aI|QD Hazard Ratio, 0.12 (95% CI: 0.04 - 0.40), P < 0.001

3-Year Outcomes of Catheter Ablation in Patients with End-Stage : Hazard Raﬁor 0.72 (95‘}"0 Cl: 0.36 = 1_42), P=0.342
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Months since Randomization

No. at Risk
Medical Therapy 97 75 72 69 65 60 58
Ablation 97 94 92 88 84 82 78

--------- Landmark at 6 months
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Ablation in HF: reverse remodelling
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Background: Cardiovasular death in CASTLE-HTX

Table 2. Primary and Secondary End Points.
Ablation Medical-Therapy
Group Group Hazard Ratio
End Point (N=97) (N=97) (95% Cl)* P Value}
no. (%)
Primary end pointz 8 (8) 29 (30) 0.24 (0.11t0 0.52) <0.001
Secondary end points
Death from any cause 6 (6) 19 (20) 0.29 (01210 0.72)  0.005
Cardiovascular 5(5) 18 (19) 0.25 (0.09 to 0.68) I
Cerebrovascular 0 1(1)
Cancer 1(1) 0
Death after nonfatal primary end point 0 5(5)
Implantation of left ventricular assist device 1(1 10 (10) 0.09 (0.01t00.70) 0.004
Urgent heart transplantation 1(1) 6 (6) 0.15 (0.02 to 1.25)
"‘ HDZ NRW Sohns C, Sommer P et al. N Engl J Med 2023
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Rationale for CASTLE VT

* Timely referrals for HTx and LVAD play a key role in favorable outcomes in patients with advanced (HF)

* Cardiovascular mortality, driven by sudden cardiac death, is the main mortality reason on the waiting
list for heart transplantation.

* Many of the sudden deaths in clinical trials are not prevented by an ICD

* VT ablation is an established treatment option in the management of patients with ICM and
ventricular arrhythmias

* The role of VT ablation in patients with advanced HF is unknown
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Background: Proportion of deaths in HF Trials

Figure 1. Number of Deaths by Adjudicated Cause and Ejection Fraction Table 2. Incidence and Proportion of Deaths by Cause According to EF at Baseline
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Background: Type of Death in VANISH2
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Hypothesis

Prophylactic catheter ablation of arrhythmogenic ventricular scar tissue
will reduce need for , and urgent
in patients with end-stage heart failure related to

ischemic cardiomyopathy.
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Trial design

Single center, open-label, investigator-initiated

Randomized (160 pts; 1:1 ablation vs medical therapy)

* Superiority of ablation vs medical therapy in terms of

* A composite of death from any cause, LVAD implantation,
or urgent HTx (Primary end-point)

* Death from any cause (Secondary end-point)

Duration of follow-up: approximately 2 years
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Main inclusion & exclusion criteria

Inclusion criteria Exclusion criteria

(1) Ischaemic cardiomyopathy with left ventricular ejection fraction (1) Previous catheter ablation for ventricular arrhythmias

<35% (measured in the last 6 weeks prior to enrolment) (2) Previous appropriate ICD therapy for ventricular arrhythmias

(2) Eligible for heart transplantation due to end-stage heart failure (3) Acute coronary syndrome, cardiac surgery, angioplasty, or
cerebrovascular accident within 4 weeks prior to enrolment

(4) Untreated hypothyroidism or hyperthyroidism

(3) New York Heart Association class > llI

(4) Impaired functional capacity or inability to exercise
(5) ¥YWoman currently pregnant, breastfeeding, or not using reliable

(5) Indication for ICD therapy due to primary prevention contraceptive measures during fertility age

(6) Implanted ICD or ICD implantation within 3 months after (6) Mental or physical inability to participate in the study

randomization (7) Listed as ‘high urgent’ for heart transplantation

(7) The patient is willing and able to comply with the protocol and
has provided written informed consent

(8) Age >18years

(8) Cardiac assist device implanted
(9) Planned cardiovascular intervention
(10) Life expectancy <12 month

(11) Uncontrolled hypertension

"‘ HDZ NRW (12) Requirement for dialysis due to end-stage renal failure
cmskr socsum Sohns C, Sommer P et al. EJHF 2024
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I re at m e nt Is the patient with ischemic cardiomyopathy in end-stage heart failure?

Clinical assessment, HTx evaluation, monitoring, imaging

VT Ablation l -

« Programmed ventricular stimulation

Baseline visit: Enrolment + Randomization

* When VT induced: Activation mapping |
 Scar related to ICM will be delineated (Ultra HD l
Mapplng) Preventive ablation therapy Conventional treatment

|

Ventricular arrhythmia ablation:

e Substrate Ablation

Substrate medification,

Restoration of sinus rhythm

Conventional l
+ ESC guideline for the diagnosis and treatment B s i O

of acute and chronic HF and its focused update

« ESC guidelines for the management of patients

with VAs and the prevention of SCD

Regular 6, 12, 24 months follow-up
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CASTLE - VT: Ablation Approach
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Timeline

IRB approval: v June 2024

ClinicalTrials.gov registration: v June 2024; NCT06556485

Study design manuscript: v European Journal of Heart Failure 2024
Status: Recruiting; v 78 patients randomized since September 2024

First scheduled interim analysis after patient #80

MIVERGTATSELINIKUM DER RUHR-UNIVERSITAT B
MAEDIZIMISCHE FAKULTAT OWL LUNIVEREITAT

BEHUM



<y|HDZ NRW

UNVERSTATSLINICUM DER RUHR-UNIVERSITAT BOCHUM
MAEDIZINISCHE FAKULTAT OWL UNIVERSITAT BIELEFELD

CASTLE-VT: Trial design manuscript
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Preventive catheter ablation for ventricular
arrhythmias in patients with end-stage heart
failure referred for heart transplantation
evaluation: Rationale for and design of the
CASTLE-VT trial
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What will be the results- have a guess:

Preventive VT Ablation in pts with end-stage HF will...
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.. VAD/HTX + mortality +

... VAD/HTX + mortality -

... Only quality of life +

... ho differences between the 2 groups

... harm the patients
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