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RESULTS

INTRODUCTION

« Hypertension affects approximately 120 million adults in the US, including ~33 million treated adults who may require
treatment intensification to achieve blood pressure (BP) control.’

» Uncontrolled hypertension (UHTN) and treatment-resistant hypertension (rHTN) are associated with considerable

Study Selection

Figure 1. Characteristics of Included Studies (N = 12)
Of 384 records screened, 93 full texts were retrieved, and 12

Exploratory Subgroup Analyses (Figure 4)

« Exploratory subgroup analyses showed no
statistically significant differences in pooled
adherence according to hypertension

Figure 4. Subgroup Analyses (N = 12)

Population Catego
uHTN 39.0% (95% Cl, 0.2-99.5)

] P=0.99

cardiovascular morbidity and healthcare burden.23 studies met the eligibility criteria and were included in the Publication Type population, MRA category, or adherence TN
- Dysregulated aldosterone is associated with increased cardiorenal risk and is an important therapeutic target in uHTN adluzres eyl e, Full-text publication n=10 assessment method (all P>0.05).
and rHTN.4 Study Characteristics (Figure 1) Gc:;r;farﬁ;?f fgi:fif * Subgroup findings should be interpreted MRA Estimate
« Mineralocorticoid receptor antagonists (MRAs), particularly spironolactone, are recommended for rHTN; however, Of the 12 included studies: Europe cautiously given the small number of studies Class-level MRA [l 32.0% (95% C1, 7.0-748) :|P=° w
tolerability concerns and poor adherence may limit their effectiveness in clinical practice.>” ’ Other/unknown location within some groups. Spironolactone-specific '
+ Publication: 10 (83%) full-text; 2 (17%) conference Population Category,
abstracts U:m Reasons for Non-adherence Assessment
.
OBJECTIVES + Geography: 9 (75%) Europe; 1 (8%) US; 1 (8%) multi- MRA Category * Evidence on reasons for and factors O e TJr-oss
regional; 1 (8%) unclear _ Class-level MRA associated with non-adherence was Pharmacy-based
g ) o Spironolactone-specific . . f g
To synthesize observational evidence on real-world MRA adherence among adults with uHTN or rHTN and explore . . i o ) Adherence Assessment Method narratively summarized from individual T T T T 1
potential sources of variation in reported adherence. : Populgtlon. 9 (75%) THTN; 3 (25%) UHTN. No studies Biochemical specimen n=10 studies and was not included in the meta- 0 20 40 60 80 100
combined both rHTN and uHTN. Pharmacy dispensing/purchase/refill analysis. Pooled Adherence (%)
. » I T T T T 1
MRA: 7 (58%) class-level; 5 (42%) spironolactone-specific 0 20 40 60 80 100 + Oneincluded study evaluated antihypertensive treatment broadly rather than MRAs specifically. Among 25

patients who acknowledged non-adherence, the most frequently reported reasons were adverse effects (36%;
n=9) and forgetfulness (32%; n=8).8

Percent of Studies

METHODS -

Adherence assessment: 10 (83%) biochemical/combined

biochemical; 2 (17%) pharmacy-based
. « In the same study, no reason was documented for 6 patients; other reported reasons included running out of
Study Design and Search Strate : o oo C L - - '

y 9 9y Primary Meta-Analysis (Figure 2) Figure 2. Primary Random-effects Meta-analysis of Pooled Adherence medication, misunderstanding instructions, prescription cost, and apathy.®

» Atargeted literature review (TLR) and meta-analysis were conducted to identify and synthesize observational evidence

+ Study level-adherence ranged from 5.2% to 85.2%; 9 of 12 Factors Associated with Adherence/Non-adherence

i i < Study Adherent Evaluated Proportion 95% CI
on MRA adherence in adults with uHTN or rHTN. studies reported adherence below 60%. . A . - .. | ) ) ) .
. s q q Al 2024 25 478 i 0.05 [0.03; 0.08 .
« A structured electronic literature search of Embase (Ovid) was conducted on December 8, 2025, covering database o e d f bt e et Sautonet (2324) 3 54 S— ; 0.06 {om; 0.15% P ree Selas reporteq pqtentla BN bgtween ORED Y erence 20 VELIGEY EE SO ypgnensmn
inception (1974) to the search date n the primary random-effects meta-analysis Uslng) & ogit Holmauist (2016) 734 9178 i 0.08 [0.07. 0.09] duration, greater medication burden, and outpatient care; however, findings were sparse and not consistently
p : transformation, the pooled adherence proportion was 39.1%  Strauch (2013) 14 43 —=— 0.33 [0.19; 0.49) demonstrated across studies.
X . ® ® ® Petit (2018) 12 35 - 0.34 [0.19;0.52)
+ The search combined terms relating to uHTN/rHTN, MRAs, and adherence/non-adherence. (95% Cl, 19.5%-63.1%). Curneen (2023) 8 n —— 0.38 [0.18: 0.62]
) Pucci (2016) 1 23 —— 0.48 [0.27: 0.69]
+ Records were screened according to prespecified population, intervention, comparator, outcomes, and study design * Between-study heterogeneity was 12=2.2422;1>=98.5%; Rapoport (2025) 50 105 0.57 1047, 0.67) o
) A N X F N _ . Schmieder (2016) 46 79 | ——— 0.58 [0.47;0.69)] leltatlons
(PICOS) criteria by one reviewer, with quality assurance by a second reviewer. Q(11)=711.98; P<.007. Pilkova (2024) 53 71 P 0.75 [0.63. 0.84) . . S
h iability in estimates indicates that th itude of giv‘\;;?qﬁ‘i;ag) gg g? —&— ggg {ggg ggg% » Reasons for non-adherence and associated factors were sparsely reported across the literature identified and,
M;Avagﬁ ity m;i,flme:jes n _éca el:j atthe magnl udeo : o when reported, were generally not MRA-specific.
clelTEtdnEs it Celsitld el ElE e Random effects model 10159 _— 0.39 [0.19; 0.63] + Given the targeted nature of the literature review, the search may not have captured all relevant evidence,

Heterogeneity: I° = 98.5%, ©° = 2.2422, p < 0.0001

Eligibility and Outcomes populations and settings represented in the available

evidence.
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although the limited evidence base is consistent with previous literature reviews of MRA adherence.®
Adherence proportion

+ Eligible observational studies included adults with uHTN or rHTN and reported adherence to spironolactone specifically
or MRAs at the class level, or reasons for non-adherence.
T

CONCLUSIONS

« Study characteristics, including evaluable population, MRA category, adherence definition and assessment method,

were extracted. Figure 3. Sensitivity Analysis

« The primary outcome was the proportion of patients classified as adherent among those evaluable for MRA adherence.

Study Adherent Evaluated Proportion 95% CI SQnsitivity Analysis (Figure 3)
+ Secondary outcomes included reasons for adherence and factors associated with adherence/non-adherence, and were Aune (2024) 25 478 ; 0.05 [0.03: 0.08] . TheF Tukev double- ) i Across the available real-world evidence, adherence to MRA therapy was frequently suboptimal
= L among patients with GHTN and THTN.
Strauch (2013) 14 43 —_— 0.33 [0.20; 0.49] X i . R X
o o23) 2 s & ool 41.5% (95% Cl, 22.1%-62.4%), Adherence estimates varied substantially across studies, and considerable between-study
Statistical Analysis R eer 2025) ooz — yAlyiys - Sensitivity analysis produced a similar pooled heterogeneity was observed in the primary and subgroup analyses.
. X X i i . . Schmieder (2016) 46 79 —=— 0.58 [0.47; 0.69) i i i o T . . . .
«  Adherence proportions were pooled using a random-effects meta-analysis, with a logit transformation applied to the Pilkova (2024) 53 7 —— 075 (063084 adg%rﬁr;c? eti“méte to the F;r'mafy f{ﬂa|ysgst(4l;5l/° Tolerability qoncerns_assomated w!th MRAs may represent a barrier to susta!ne_d tre.atm.ent. _
adherence proportions. Skl » b L B 085 becosy \t:Setwéer:-lsr':u d; ﬁé‘;:;g’;’;?&s('lix 202)‘{ P‘Z 3’55? However, evidence directly evaluating reasons for MRA non-adherence was limited in this review,
» Robustness was assessed using a Freeman-Tukey double-arcsine sensitivity analysis. Random sfiects modsl i 0.42 [0.22; 0.62] . highlighting an important evidence gap.
Heterogeneity. I = 98.3%, 1* = 01015, p < 0.0001 + The overall numerical result was therefore not

Together, these findings highlight the need to address barriers to antihypertensive treatment
adherence and identify strategies to support long-term BP control in patients with uHTN and rHTN.
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» Between-study heterogeneity was assessed using 12, 12, and Cochran Q. affected by the transformation used.

» Exploratory subgroup analyses examined hypertension population (UHTN vs rHTN), MRA category (spironolactone-
specific vs class-level), and adherence assessment method.
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