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Bhatt et al. NEJM 2014 
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PHASE HYBRIDE 1-3  RCT TO UNDERSTAND

How to (re)PROVE … ?
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How to (re)PROVE … ?
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Objective:
Demonstrate the effectiveness and safety of the Paradise�
Ultrasound RDN System in subjects with Stage 2 hypertension on 
0-2 anti-hypertensive medications of different classes at the time 
of consent. Prior to randomization, subjects will be hypertensive 
in the absence of hypertension medication. Blinded

No Meds
Unless Escape BP 
Criteria Exceeded 

Antihypertensive Medication Washout 
(4 weeks)

Daytime ABP ≥ 135/85 and < 170/105 mmHg

Office BP Screening

CTA / MRA, Renal Angiography

24, 36, 48, & 60 Month Follow-up (office BP)

Ultrasound RDN
(N = 150)

Sham Procedure
(N = 74)

R

Blinded
Med Titration 

Protocol

Blinded
“Standard of Care” 

Meds

Primary Efficacy Endpoint @ 2 Months
∆ Daytime Ambulatory Systolic BP

6 Month Follow-up 
(ABP, home BP, office BP, CTA/MRA)

12 Month Follow-up 
(ABP, home BP, office BP, CTA/MRA*) Unblinded

“Standard of Care” 
Meds

Key Entry Criteria:

• Uncontrolled hypertension on 0-2 anti-HTN meds with a history of 
medication treatment

• Off-medication daytime ABP ≥ 135/85 and < 170/105 mmHg
• Age 18-75 years
• No prior cardiovascular or cerebrovascular events
• No Type I or uncontrolled Type II diabetes
• eGFR ≥ 40mL/min/m2

• Eligible renal artery anatomy

Blinded, 2:1 randomized, sham-controlled study 

How to expand : RADIANCE II - Pivotal Trial 
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RADIANCE II : Patient Flow
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RADIANCE II : Baseline characteritics
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RADIANCE II : Primary efficacy Endpoint Systolic BP ABPM

6

* P<0.0001 using observed values or multiple imputation
The individual group changes are based on observed values and the between group difference includes multiple imputations for missing values (uRDN N=150, Sham N=74).
Kirtane et al. TCT 2022

Primary Efficacy Endpoint
(Intention-to-treat (ITT) Population)

- 6.3 mmHg (p < 0.0001)*

uRDN
(N = 145)

Sham
(N = 73)
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-7.9 mmHg 

-1.8 mmHg 
Achieved Significant Blood Pressure 
Reductions in Patients with Mild-to-

Moderate Hypertension
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RADIANCE II : Secondary Endpoint

- 7.6 mmHg (p < 0.0001)

uRDN
(N= 140)

Sham
(N= 69)
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Home SBP*
uRDN
(N= 137)

Sham
(N= 71)
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Office SBP

-11.0 mmHg 

-5.5 mmHg 

- 5.4 mmHg (p = 0.0035)
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RADIANCE II : ABPM profile 

Blood Pressure Remains Consistently Lower throughout the Day 
(Even During Times of High Risk)1

Mean Between Group 
Difference

24h Ambulatory SBP
-6.2 mmHg 
P<0.0001

Nighttime Ambulatory SBP
-5.8 mmHg 
P=0.0004
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Blood Pressure Remains Consistently Lower throughout the Day 
(Even During Times of High Risk)1

Mean Between Group 
Difference

24h Ambulatory SBP
-6.2 mmHg 
P<0.0001

Nighttime Ambulatory SBP
-5.8 mmHg 
P=0.0004
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Morning Surge
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RADIANCE II : Subgroup analysis
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RADIANCE II : Individual responses and controlled proportion patient 
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RADIANCE II : DAYTIME SBP modifications according to baseline SBP
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RADIANCE II : Safety issue
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RADIANCE II : Pivotal Trial 
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HTN 3 – 36 month FU 
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HTN 3 – 36 month FU 
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HTN 3 – Primary Endpoint
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HTN 3 – 36 month FU 
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HTN 3 – 36 month FU 
Etude negative sur l’endpoint

Lost in the FU +++ 

Observationnel en ouvert

Stratégie statistique

IA RDN / medicament ne peut être exclue

Indique un signal – resultats exploratoires
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HTN 3 – 36 month FU 
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SPYRAL HTN ON MED FULL COHORT 
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SPYRAL HTN ON MED – 6 month Primary Endpoint
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Conclusion

Complexe …

RDN : Diminue la pression artérielle

RDN : Diminue le nombre de medicament

US vs RF ? 

SELECTION PATIENT / SUCCES PROCEDURAL ?  


