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BACKGROUND AND OBJECTIVES

RESULTS (CONTINUED...)

« Uncontrolled hypertension is a leading risk factor for death and cardiovascular

complications including stroke, angina, myocardial infarction, heart failure and kidney
failure’.

- Of those diagnosed with hypertension, > 50% of patients treated remain uncontrolled?.

- Renal denervation (RDN) is a minimally invasive procedure that has been shown to
reduce blood pressure and can be considered as a treatment option for uncontrolled,
including treatment-resistant hypertension? 4.

* Previous systematic reviews/meta-analyses (SRs/MAs) have been conducted assessing
the efficacy of RDN but differ in their considerations and analyses of trial populations and
comparators. Additionally, no published SR or MA have included the most recent pivotal
trials (RADIANCE II° and SPYRAL HTN-ON MEDS®).

The objective of this systematic review was to assess the efficacy of RDN compared
with no RDN or sham control in patients with uncontrolled hypertension, considering
the totality of evidence in this field

METHODS

« The SR was conducted using Cochrane and PRISMA guidance, key eligibility criteria is
summarised in Figure 1.

« Searches took place in six databases, two trial registers and three HTA/regulatory
agency webpages.

» Two independent reviewers assessed the records. Data extraction was conducted by
one reviewer, with a second reviewer checking all data points.

« A feasibility assessment was conducted to assess the suitability of the trials for inclusion
In the MA.

« The MA used random effects models. Analysis of results at the primary-end point (as
reported by the trials) and last follow-up was conducted.

Figure 1:  Key eligibility criteria
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RESULTS

Results of the SR and feasibility assessment:

» Searches were conducted between November 2022 and May 2023.

* 6,298 records were found, 25 trials were identified.

* 16 trials were included in the MA:

* Four “off-med” trials (patients did not receive antihypertensive medication).
- Twelve “on-med” trials (patients in each arm of the trial received the same regimen
of antihypertensive medication).

- Trials where patients received a different regimen in each arm were not included in the
MA (n=5). We also did not meta-analyse trials that compared different types of RDN
as only two studies were identified.

- Random effects MAs were conducted at the primary endpoint (as reported by the
trials), which ranged from 2 — 6 months, and last follow-up, which ranged from 2 — 24
months.
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Results of the random effects MAs

- The mean differences and 95% confidence intervals (Cls) for change from baseline in
office and ambulatory 24-hour blood pressure for RDN (radiofrequency or ultrasound).
compared to control (sham +/- anti-HTN medication or medication alone) at primary and
last follow-up are reported below.

» Figure 2 shows the forest plot for change in office systolic blood pressure at primary
follow-up.
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Figure 2: Change in office systolic blood pressure

at primary follow-up

RDN Control Weight Weight
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl| (common) (random)
off-med H
SPYRAL HTN-OFF MED 156 -9.2 146 150 -25 129 . -6.7 [-9.8; -3.6] 20.9% 9.6%
RADIANCE-HTN SOLO 74 -108 136 72 -39 174 —':— -6.9 [-12.0; -1.8] 7.7% 8.9%
RADIANCE Il 137 -11.0135 71 -55 129 i -5.5 [-9.3; -1.7] 14.1% 9.4%
Common effect model 367 293 <{> -6.3 [-8.5; -4.2] 42.7% --
Random effects model <;> -6.3 [-8.1; -4.5] - 27.8%
Heterogeneity: I° = 0%, t° = 0, p = 0.86 i
on-med i
INSPIRED 6 -11.9 23.1 9 76272 - o -19.5 [-45.1; 6.1] 0.3% 2.2%
HTN-Japan 22 -166 185 19 -7.9 21.0 : -8.7 [-20.9; 3.5] 1.3% 5.6%
Warchol-Celinksa, 2018 30 -22.023.0 30 -5017.0 — -17.0 [-27.2; -6.8] 1.9% 6.4%
DENER-HTN 48 -151 196 53 -9.5 195 —*i'—— -5.6 [-13.2; 2.0] 3.4% 7.7%
HTN-2 49 -32.0 23.0 51 1.0 21.0 — H -33.0 [-41.6; -24 4] 2.7% 7.2%
SYMPATHY 94 75247 44 0.7 257 —*-i— -8.2 [-17.3; 0.9] 2.4% 7.0%
HTN-3 353 -141 239 171 -117 259 ST 24 [-7.0; 2.2] 9.3% 9.0%
REQUIRE 69 -11.0174 66 -9.0 17.1 gﬂ:—*— 20 [-7.8; 3.8] 5.9% 8.5%
SPYRALHTN-ONMED 199 -99 139 126 -5.1 13.2 Fon -48 [-7.8; -1.8] 22.0% 9.6%
RADIANCE-HTN TRIO 64 -90133 66 -4.0 156 —:r'— -5.0 [-10.0; -0.0] 8.0% 8.9%
Common effect model 934 635 < -6.2 [-8.1; -4.4] 57.3% --
Random effects model *'f:Z:b -9.6 [-16.5; -2.6] - 72.2%
Heterogeneity: 1° = 81%, 1° = 75.4498, p < 0.01 :'
Common effect model 1301 928 <'> -6.3 [-7.7; -4.9] 100.0% --
Random effects model = -8.5 [-13.4; -3.5] -~ 100.0%
Prediction interval ——(— [-24.5; 7.6]

Heterogeneity: I° = 75%, t° = 48.3178, p < 0.01 -40 20 0 20 40
Test for subgroup differences (common effect): xz =0.01,df=1(p =0.94)
Test for subgroup differences (random effects): x; = 1.08, df =1 (p = 0.30)

CONCLUSIONS

» This comprehensive meta-analysis suggests that RDN is effective in achieving

clinically meaningful blood pressure reductions in trials where RDN is compared to

no RDN or a sham-procedure.
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