European Journal of Cardio-Thoracic Surgery 59 (2021) 532-544 REPORT

doi:10.1093/ejcts/ezaa446  Advance Access publication 17 January 2021

Cite this article as: Mas-Peiro S, Faerber G, Bon D, Herrmann E, Bauer T, Bleiziffer S et al. Impact of chronic kidney disease in 29 893 patients undergoing transcatheter
or surgical aortic valve replacement from the German Aortic Valve Registry. Eur ] Cardiothorac Surg 2021,59:532-44.

Impact of chronic kidney disease in 29 893 patients undergoing
transcatheter or surgical aortic valve replacement from the German
Aortic Valve Registry

Silvia Mas-Peiro ® *®, Gloria Faerber®, Dimitra Bon®, Eva Herrmann ® P, Timm Bauer®, Sabine Bleiziffer’,

Raffi Bekeredjian®, Andreas aningh, Christian Frerker', Andreas Beckmanr, Helge Mbllmann",
n,o

Mariuca Vasa-Nicotera®®, Stephan Ensminger', Christian W. Hamm®™, Friedhelm Beyersdorf )
Stephan Fichtlscherer®®*" and Thomas Walther®?"'; for the GARY-Executive Board'

a
b

Department of Cardiology, University Hospital Frankfurt am Main, Frankfurt am Main, Germany

German Center for Cardiovascular Research, DZHK, Partner Site Rhine-Main, Rhine-Main, Germany

Department of Cardiothoracic Surgery, Jena University Hospital, Friedrich-Schiller-University of Jena, Jena, Germany

Institute of Biostatistics and Mathematical Modelling, University Hospital Frankfurt am Main, Frankfurt am Main, Germany

Department of Cardiology, Sana Klinikum Offenbach, Offenbach, Germany

Department of Cardiothoracic Surgery, Heart and Diabetes Center NRW, University Hospital of the Ruhr-University Bochum, Bad Oeynhausen, Germany
Department of Cardiology, Robert-Bosch Hospital, Stuttgart, Germany

Department of Cardiothoracic Surgery, University Hospital Giessen, Giessen, Germany

Department of Internal Medicine Ill, University of Cologne, Faculty of Medicine and University Hospital Cologne, Cologne, Germany
German Society of Thoracic and Cardiovascular Surgery, Langenbeck-Virchow-Haus, Berlin, Germany

Department of Cardiology, St. Johannes Hospital, Dortmund, Germany

Department of Cardiac and Thoracic Vascular Surgery, University Hospital Schleswig-Holstein, Libeck, Germany

Department of Cardiology Kerckhoff Campus, University of Giessen, Giessen, Germany

" Department of Cardiovascular Surgery, University Heart Center Freiburg - Bad Krozingen, University Hospital Freiburg, Freiburg, Germany
° Medical Faculty of the Albert-Ludwigs-University Freiburg, Freiburg, Germany

P Department of Cardiothoracic Surgery, University Hospital Frankfurt am Main, Frankfurt am Main, Germany

a

- x> - T ®m " o0 o

m

* Corresponding author. Department of Cardiology, University Hospital Frankfurt am Main, Theodor-Stern-Kai 7, 60590 Frankfurt am Main, Germany. Tel: +49-69-
6301-7387; fax: +49-69-6301-6546; e-mail: fichtlscherer@em.uni-frankfurt.de (S. Fichtlscherer).

Received 2 August 2020; received in revised form 26 October 2020; accepted 10 November 2020

TAVI

Kev questlorl A b O KM estinate Can predictien
5
What is the impact of different levels -
of CKD on the 1-year survival after SAVR % 5 I
and TAVI in a large national registry? % )
g2 ]
- 783 |
-
25+
Key finding(s) sarr . - .
eGFR correlates with survival, ‘ = GFR " =
with CKD 23a and 23b being an independent B, SAVR
risk factor after SAVR and TAVI, respectively. W Dinaws -~ Corowdion
Take-home message
Stratification based on CKD
substage (3a vs 3b) may contribute to

a better selection of patients for SAVR or TAVI. [ 50 100 180

tThese authors contributed equally to this work.

Presented at the ESC Congress 2020, August 2020 (virtual meeting).

‘Members of the GARY Executive Board: Friedhelm Beyersdorf, Christian W. Hamm, Jochen Cremer, Karl-Heinz Kuck, Huseyin Ince, Dietrich Andresen, Friedrich W.
Mohr, Stefan Sack, Thomas Walther, Stephan Ensminger, Michael Haude, Axel Linke, Helge M—Ilimann, Thorsten Wahlers, Armin Welz, Andreas Beckmann,
Konstantinos Papoutsis (available at https://www.aortenklappenregister.de/)

©The Author(s) 2021. Published by Oxford University Press on behalf of the European Association for Cardio-Thoracic Surgery. All rights reserved.

120Z aunp {1 uo Jasn 1eo-jeousb@seusuewlab eos)olqiq Aq 89201 9/2ES/E/6S/910./S10l8/Ww 00 dno"olWwapeoe//:sdny WoJl papeojumoq


http://orcid.org/0000-0002-3828-8180
http://orcid.org/0000-0002-0662-6675
http://orcid.org/0000-0003-2975-2751

S. Mas-Peiro et al. / European Journal of Cardio-Thoracic Surgery 533

Abstract

OBJECTIVES: Chronic kidney disease (CKD) is a key risk factor in patients undergoing transcatheter aortic valve implantation (TAVI) or sur-
gical aortic valve replacement (SAVR). We analysed the impact of estimated glomerular filtration rate (eGFR) and CKD stages on their mid-
term survival.

METHODS: Data from 29 893 patients enrolled in the German Aortic Valve registry from January 2011 to December 2015 receiving TAVI
(n=12 834) or SAVR (n=17 059) at 88 sites were included. The impact of renal impairment, as measured by eGFR and CKD stages, was
investigated. The primary end-point was 1-year cumulative all-cause mortality.

RESULTS: Higher CKD stages were significantly associated to lower in-hospital, 30-day- and 1-year survival rates. Both TAVI- and SAVR-
treated patients in CKD 3a, 3b, 4 and 5 stages showed significant and gradually increasing HR values for 1-year all-cause mortality. The
same trend persisted in multivariable analysis, although HR values for CKD 3a and 5 did not reach significance in TAVI patients, whereas
CKD 4 +5 did not reach statistical significance in SAVR. Likewise, eGFR as a continuous variable was a significant predictor for 1-year mor-
tality, with the best cut-off points being 47.4 ml/min/1.73 m? for TAVI and 59.8 ml/min/1.73 m? for SAVR. Significant 8.6% and 9.0%
increases in 1-year mortality were observed for every 5-ml reduction in eGFR for TAVI and SAVR, respectively.

CONCLUSIONS: CKD >3b and CKD >3a are the independent major risk factors for mortality in patients undergoing TAVI and SAVR, re-
spectively. In the overall population of patients with severe aortic stenosis, an appropriate stratification based on CKD substage may con-

tribute to a better selection of patients suitable for such therapies.

Keywords: Transcatheter aortic valve implantation « Surgical aortic valve replacement « Aortic stenosis * Chronic kidney disease *

Mortality

ABBREVIATIONS

CKD Chronic kidney disease
eGFR Estimated glomerular filtration rate
GARY  German Aortic Valve registry

HR Hazard ratio
ROC Receiver operating curve
SAVR  Surgical aortic valve replacement
TA Transapical
TAVI Transcatheter aortic valve implantation
TIA Transient ischaemic attack
vV Transvascular
INTRODUCTION

Transcatheter aortic valve implantation (TAVI) is the treatment of
choice for patients with severe aortic stenosis and a high surgical
risk [1]. Furthermore, recent studies have suggested that patients
with intermediate and low risk can also benefit from its use [2].
Several risk factors have been shown to have an impact on clin-
ical outcomes after surgical aortic valve replacement (SAVR) and
TAVI [3], and a number of them, including age, frailty and non-
cardiac co-morbidities, such as impaired renal function, have
been considered by heart teams when selecting patients for the
different treatment strategies [4].

Chronic kidney disease (CKD) is a well-recognized risk factor for ad-
verse clinical outcomes in patients with heart failure and coronary or
valve diseases [5], as well as in those undergoing interventional or surgi-
cal cardiac procedures, such as coronary artery bypass grafting [6], and
percutaneous coronary intervention [7]. Whereas in pre-TAVI era a
clear-cut association was shown in patients undergoing SAVR [8], the
relationship between various CKD stages and outcomes after TAVI is
still unclear. Earlier studies reported an influence of pre-operative renal
disease on outcomes after SAVR [8], however, data are still limited on
the impact of moderate renal dysfunction after the recent improve-
ments in surgical technique and resources and in an era in which TAVI
has been established as a widely used alternative for many patients.

Large registries are essential to confirm findings from clinical tri-
als in a real-world setting. A large European registry has previously
investigated the impact of renal dysfunction on TAVI results in the
UK [9]. With Germany being the country with the highest number
of TAVI procedures performed in Europe [10], the German Aortic
Valve Registry (GARY) provides clinical data from one of the larg-
est cohorts of patients undergoing TAVI or SAVR.

We used GARY data to analyse the impact of estimated glom-
erular filtration rate (eGFR) and various CKD stages, on short-
and mid-term outcomes in patients undergoing TAVI and SAVR
throughout a 5-year period.

PATIENTS AND METHODS
The German Aortic Valve Registry

This registry has been previously described in detail [11]. From
January 2011 to December 2015, all consecutive patients from
the vast majority of hospitals performing TAVI and SAVR proce-
dures in Germany (n=88) were enrolled; the only exclusion cri-
terion was patient’s refusal to participate. The registry study was
approved by the institutional review board/ethics committee of
all participating centres and written informed consent was pro-
vided by all patients prior to the intervention.

Data were collected from all hospitals and sent to the BQS
Institute for Quality and Patient Safety, an independent research
institute for quality control, which also collects follow-up data.
The GARY registry receives financial support in the form of unre-
stricted grants by medical device companies, the German Heart
Foundation, the DGK and the DGTHG, none of which have ac-
cess to the data or any influence on its publications (https://
www.aortenklappenregister.de).

Measures of renal function

The eGFR was calculated using the Modification of Diet in Renal
Disease equation [12]. Patients were classified into 5 groups
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defined by their eGFR (ml/min/1.73 m?): CKD 1+ 2 (>60), CKD 3a
(45-59), CKD 3b (30-44), CKD 4 (15-29) and CKD 5 (<15). Use of
such categories (in particular, assessing 3a and 3b as separate
substages) has been previously suggested when evaluating renal
function in cardiovascular diseases [13]. For SAVR, CKD stage 4
and CKD 5 were grouped in 1 category due to the limited num-
ber of patients in these categories.

Study population

The study population included all patients with severe aortic
stenosis undergoing transvascular (TV) or transapical (TA) TAVI,
and SAVR. Patients with outlier and/or missing values for key var-
iables such as age and creatinine were excluded, as well as those
with a combined therapy (SAVR and coronary artery bypass
grafting). Other exclusion criteria are reported in Supplementary
Material, Table S1. Patients who were on dialysis prior to the
intervention were excluded from the current analysis and will be
reported separately since outcomes in this specific group of
patients may be significantly influenced by the renal replacement
therapy itself and not just by their severe renal dysfunction.
Baseline and procedural parameters were assessed.

Outcomes

The primary end-point in our analysis was 1-year cumulative all-
cause mortality across CKD stages and its association to eGFR as
a continuous variable in patients treated with TAVI and SAVR.
Causes of death were also assessed. Secondary end-points
included in-hospital and 30-day mortality, and post-procedural
complications, including stroke, transient ischaemic attack (TIA),
myocardial infarction, new onset of atrial fibrillation, permanent
pacemaker implantation, transfusion needs (>2 red blood cell
units), vascular complications, new-onset dialysis (temporary ver-
sus chronic), aortic regurgitation (grade >2), postintervention stay
in ICU (days) and postintervention length of hospitalization
(days). Further complications at 1year were also collected.

To describe the renal function status of patients being treated
with TAVI or SAVR in our population and its potential drift with the
growing use of TAVI interventions in a larger number of patients
over the years, the CKD stage proportions in 2011 (a year in which
TAVI had not yet achieved the good clinical results found from
2012 onwards [14]) were compared with those in the later years.

Since TV and TA approaches for TAVI are usually employed for
different patient profiles [15], we performed a sensitivity analysis
specific for each access route. A sensitivity analysis was also per-
formed excluding the year 2011, to remove the impact of a po-
tential learning curve for the transcatheter procedure.

Statistical analysis

All statistical analyses were performed with R software (R
Foundation for Statistical Computing, Vienna, Austria) using
standard packages (stats, survival, ggplot2) and the survivalROC
package version 1.0.3. Continuous variables are presented as
mean * SD or median (min, max), depending on plausibility of a
normal distribution. Categorical variables are presented as fre-
quencies and percentages and are compared with chi-squared
tests. Differences in quantitative patients’ characteristics between
groups were analysed using the Wilcoxon-Mann-Whitney U-test

or the Kruskal-Wallis test. Kaplan-Meier curves for 1-year cumu-
lative survival were created and a Cox proportional hazard model
was developed, using CKD 1+2 as the reference category. Cox
regression models were used to find independent variables pre-
dicting T1-year mortality. In the multivariable analysis, we
included all variables with P-values <0.10 found in the univariate
analysis as well as some other clinically relevant variables.
Multivariable analysis was done as complete case analysis. The
proportional hazard assumptions were checked visually and with
a score test. A survival receiver operating curve (ROC) was used
to assess 1-year mortality prediction based on eGFR as a continu-
ous variable. A cut-off point was also established; statistical sig-
nificance was based on a P-value of <0.05 in all tests.

RESULTS
Study population

A total of 29 893 patients were included; 12 834 received TAVI and
17 059 SAVR. Most common reasons for exclusion were combined
procedures (e.g. CABG plus SAVR), prior valve implantation and
patients at very high risk due to previous resuscitation, mechanical
ventilation, cardiogenic shock or poor-prognosis co-morbidities (see
Supplementary Material, Table S1). A TV approach was used in
10 155 (79.1%) patients, whereas a TA approach was used in 2679
(20.9%). One-year follow-up data were available for all patients.
Exclusion criteria are shown in Supplementary Material, Table ST1; a
total of 49 307 patients were excluded.

The distribution of TAVI patients across CKD stages was: CKD
1+2 43.2%, CKD 3a 28.0%, CKD 3b 20.6%, CKD 4 7.6% and CKD
5 0.6%. Overall median eGFR value was 56.4 ml/min/1.73 m% For
SAVR, the following distribution was found: CKD 1+2 77.1%,
CKD 3a 16.0%, CKD 3b 5.5% and CKD 4 +5 1.4%. Overall median
eGFR value was 75.0 ml/min/1.73 m*.

In the first year of the registry, the proportion of TAVI patients
in CKD stage 1-2 was 38.5%, whereas in subsequent years, an
increased proportion was observed, with values reaching 43.9%
(P<0.001); as a consequence, the proportion of patients in CKD
stages 3a-5 showed a reduction in later years. Similarly, after full
TAVI introduction, the proportion of SAVR patients in CKD stage
1+ 2 significantly increased every year from 74.2% to 80.0%, while
the proportion of patients in CKD 3a-5 was decreasing (P < 0.001).

Baseline clinical and echocardiographic
characteristics

The main baseline clinical and echocardiographic characteristics
across CKD stages are summarized in Table 1. Age (mean + SD)
of TAVI patients was 82.2+5.5years, 57.4% were female and
Society of Thoracic Surgeons (STS) score (mean * SD) was
5.0+ 3.0, which corresponds to an intermediate-risk level. A sig-
nificant correlation between higher CKD stage and a higher inci-
dence  of  previous myocardial infarction,  cardiac
decompensation, arterial vascular disease, insulin-dependent dia-
betes and severe tricuspid regurgitation was found. Furthermore,
higher CKD stages were associated with reduced ejection frac-
tion, low mean transvalvular pressure gradient (Pmean) and
higher AKL scores, Euro-Scores and STS scores (all P < 0.001).

As for SAVR patients, more than half of the overall population
were men, with an age of 69.7+99years and an overall STS
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score of 2.1 £1.4. Again, nearly all characteristics became signifi-
cantly worse with higher CKD stages.

Procedural characteristics

Procedural outcomes are shown in Table 2. Patients received the
following transcatheter valve devices from various manufacturers:
Sapien™ valves (Edwards Lifesciences Inc, Irvine, CA, USA) in
55.5%; Corevalve™ and Engager™ prostheses (both Medtronic Inc.,
St. Paul, MN, USA) in 30.6%; Acurate™ prostheses (Symetis Inc.,
Ecublens, Switzerland) in 6.0%; Direct flow™ prostheses (Direct
flow medical, Santa Rosa, CA, USA) in 2.1%; Jenavalve™ prostheses
(Jenavalve Inc, Munich, Germany) in 1.4%; Lotus™ prostheses
(Boston Scientific, Marlborough, MA, USA) in 1.2%; and Portico™
prostheses (St. Jude Medical Inc,, St. Paul, MN, USA) in 1.1%. TA ap-
proach, general anaesthesia and urgent procedures were numerical-
ly more common in CKD stage 5, while contrast dye amount
showed a significant decrease with CKD stage (P <0.001). Patients
treated with SAVR received the following devices: Carpentier-
Edwards Perimount™ valves (Edwards Lifesciences Inc., Irvine, CA,
USA) in 46.6%; St. Jude™ prostheses (St. Jude Medical Inc., St. Paul,
MN, USA) in 25.7%; Medtronic's Hancock, Freestyle, Advantage,
Open and other prostheses (Medtronic Inc.) in 12.9%; ATS Medical
prothesis (ATS Medical Inc, Minneapolis, MN, USA, now also
Medtronic Inc.) in 2.3%; Mitroflow and other Sorin Group prosthe-
ses (Sorin Group, now part of LivaNova, London, UK) in 9.9%; and
Labcor prosthesis (Labcor Inc, Belo Horizonte, Brazil) in 0.5%.
Urgent SAVR was more common in CKD 4 +5 stages (P =0.007).

Mortality and complications

In-hospital, 30-day and 1-year survival rates, causes of mortality
and post-procedural complications are shown in Table 3. The
overall survival in TAVI patients was 97.3% in-hospital, 96.7% at
30days and 85.9% at 1year. All mortality rates were higher in
patients with higher CKD stages (all, P < 0.001).

Overall, common post-procedural TAVI complications were
new-onset atrial fibrillation (22.3%) and permanent pacemaker
implantation (16.2%). The need for post-procedural temporary
and chronic dialysis increased with CKD stage (P<0.001). ICU
stay (mean + SD) was 2.9+ 4.5 days and length of hospitalization
was 10.7 +7.9 days. Both ICU stay and the entire length of hospi-
talization increased with kidney failure severity (all, P <0.001).

Overall survival in SAVR patients was 98.9% in-hospital, 98.6%
at 30days and 95.7% at 1year and post-procedural complica-
tions are shown in Table 3. All mortality rates increased with CKD
stage (all, P<0.001). Cardiovascular causes of death at 1year
were more frequent than non-cardiovascular causes in nearly all
CKD categories, but differences were not significant. Post-
procedural TIA, atrial fibrillation, renal replacement therapy,
mean ICU stay and mean hospital stay increased significantly
with renal impairment severity.

Further complications found in a 1-year follow-up period after
TAVI and SAVR are shown in Supplementary Material, Table S2.

Main outcome: 1-year cumulative all-cause
mortality

Mortality in TAVI patients increased with increasing CKD stage.
Kaplan-Meier curves showed an early divergence, which

gradually increased all throughout the 1-year period; the higher
the CKD stage, the wider the curve's separation from the refer-
ence category (CKD 1+2) (Fig. 1). The Cox regression univariate
analyses for 1-year cumulative all-cause mortality for each CKD
stage are shown in Table 4. Taking CKD 1 + 2 as the reference cat-
egory, CKD 3a, 3b, 4 and 5 showed significant, gradually increas-
ing hazard ratio (HR) values for mortality, as shown in a forest
plot (Fig. 2). Multivariable complete case analysis included 9759
patients. Cox multivariable regression analysis was performed
using a number of clinically relevant variables and all variables
with a P-value of <0.10 in univariate analyses (see Supplementary
Material, Table S3). There were no significant deviations from the
proportional hazard assumptions (data not shown). HRs for mor-
tality in all higher CKD stages were still above 1 and remained
significantly increased in CKD stages 3b and 4. One-year survival
was not significantly different in the complete case TAVI subset
compared to the TAVI subset with missing cases, and CKD stages
were also comparable between the subsets. In a post hoc explora-
tory analysis of combined CKD stages 4 +5, a multivariable ana-
lysis did show a significantly increased mortality (data not
shown). Detailed results for multivariable analysis are also found
in Supplementary Material, Table S4.

One-year survival curves for each CKD stage in SAVR patients
are shown in Fig. 1; overall, the pattern of curves divergence
was similar to the one observed in TAVI patients. The Cox re-
gression univariable analyses for 1-year cumulative all-cause
mortality for each CKD stage when taking CKD 1 +2 as the ref-
erence category are shown in Table 4. HR for mortality
increased gradually and significantly with increasing kidney
failure severity, as shown in Fig. 2. Supplementary Material,
Table S3 shows univariate test results for all risk factors. Those
with P-value <0.1 and some other clinically relevant and fre-
quently available variables were included in a multivariable
analysis. Multivariable complete case analysis included 11 396
patients. Only minor deviations from the proportional hazard
assumptions were observed (data not shown). Mortality in CKD
3a and 3b remained significantly increased in the multivariable
analysis, whereas the small group with CKD 4 +5 did not reach
statistical significance. There were only minor differences in the
complete case SAVR subset compared to the SAVR subset with
missing cases (worse survival in the subset with missing values),
but no significant interactions were found between the CKD
stages and the selected group with respect to 1-year survival.
Detailed results for multivariable analysis including other inde-
pendent predictors for 1-year all-cause mortality are found in
Supplementary Material, Table S4.

Estimated glomerular filtration rate as a predictor
for 1-year cumulative all-cause mortality

In TAVI patients, a positive association was found between eGFR
and 1-year mortality calculated from Kaplan-Meier estimates, as
shown in Fig. 3. The figure displays 1-year mortality in patients
with successively higher eGFR values, typically in 10-ml intervals
and 20-ml intervals in the boundary regions. In fact, there is a
high coincidence with the Cox regression result, predicting the
1-year mortality to increase by 8.6% for every 5-ml reduction in
eGFR (P<0.001). A survival ROC analysis at 1-year survival for
eGFR as a continuous variable showed an eGFR value of
47.4ml/min/1.73 m? to be the best cut-off point to predict 1-
year mortality (Fig. 4). eGFR as a continuous variable was also a
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Figure 1: (A) Kaplan-Meier curves for 1-year cumulative mortality with patients divided into chronic kidney disease stages 1-2, 3a, 3b, 4 and 5 in transcatheter aortic
valve implantation patients. (B) Kaplan-Meier curves for 1-year cumulative mortality with patients divided into chronic kidney disease stages 1-2, 3a, 3b and 4-5 in
surgical aortic valve replacement patients. Differences were significant in both cases (P < 0.001), see Fig. 2 for hazard ratios.

predictor of 1-year mortality in SAVR patients, again consistent
with the Cox regression result predicting the mortality to in-
crease in 9.0% for every 5-ml reduction in eGFR (Fig. 3 display-
ing the association in 10-ml eGFR intervals, P<0.001). The
survival ROC curve at 1-year showed an area under the curve of
0.609 (Fig. 4). The best cut-off point was found to be 59.8 ml/
min/1.73 m?, which corresponds to a CKD stage 3a (45-59 ml/
min/1.73 m?).

Sensitivity analyses in patients undergoing
transcatheter aortic valve implantation

In a sensitivity analysis, patients who underwent TAVI in 2011
were excluded to remove a potential learning curve effect. The
association of CKD stages with T-year cumulative mortality
remained significant and gradually increasing with higher CKD
stages. A further sensitivity analysis was performed to assess a
potential impact of TV approach; results were highly
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Table 4: Univariate and multivariable analyses for 1-year cumulative all-cause mortality for each chronic kidney disease stage in

transcatheter aortic valve implantation and surgical aortic valve replacement patients

1 year Univariate analysis Multivariable analysis
HR (95% Cl) P-value HR (95% Cl) P-value
TAVI
CKD stage 1+2 1 (Ref.) na. 1 (Ref.) n.a.
CKD stage 3a 1.22(1.077,1.38) 0.002 1.10(0.95,1.27) 021
CKD stage 3b 1.67 (1.48,1.90) <0.001 1.43(1.23,1.67) <0.001
CKD stage 4 3.14(2.72,3.62) <0.001 2.25(1.86,2.72) <0.001
CKD stage 5 3.95(2.69, 5.82) <0.001 1.59 (0.89, 2.84) 0.12
TA CKD stage 1+2 1 (Ref.) na.
TA CKD 3a 1.244(0.972,1.593) 0.083
TA CKD 3b 1.984 (1.566, 2.514) <0.001
TACKD 4 3.361(2.539, 4.449) <0.001
TACKD 5 3.952(1.851, 8.438) <0.001
SAVR
CKD stage 1+2 1 (Ref.) na. 1 (Ref.) na.
CKD stage 3a 1.79(1.49,2.14) <0.001 1.30(1.018, 1.65) 0.035
CKD stage 3b 2.83(2.25, 3.56) <0.001 1.69 (1.24, 2.31) <0.001
CKD stage 4+5 3.98(2.77,5.73) <0.001 1.21(0.67,2.19) 0.53

Multivariable adjustment for TAVI includes age, gender, BMI, NYHA 11I/IV versus I/1l, previous MI, atrial fibrillation, mitral regurgitation >2°, mean EF, hyperten-
sion, mean transvalvular pressure gradient (pmean), neurological dysfunction, lung disease, pulmonary hypertension >55 vs <55 mmHg, arterial vascular disease,
peripheral arterial vascular disease, AKL score, Euro-Score, STS score and transapical versus transvascular TAVI. Multivariable adjustment for SAVR includes age,
gender, BMI, NYHA 11I/IV versus I/11, previous MI, previous PCl, mitral regurgitation >2°, mean EF, hypertension, mean transvalvular pressure gradient (pmean),
aortic valve calcification, neurological dysfunction, lung disease, arterial vascular disease, peripheral arterial vascular disease, AKL score, Euro-Score and STS score.
AKL: German Aortic Valve Score; BMI: body mass index; CKD: chronic kidney disease; EF: ejection fraction; MI: myocardial infarction; n.a.: not applicable; NYHA:
New York Heart Association; PCI: percutaneous coronary intervention; SAVR: surgical aortic valve replacement; STS: Society of Thoracic Surgeons; TA: transapical;

TAVI: transcatheter aortic valve implantation.

comparable to those from the whole population. Specifically,
when evaluating only patients with the TA approach, HR values
for 1-year mortality were also gradually higher with higher CKD
stages and achieved statistical significance for CKD stages 3b, 4
and 5 (with a numerical, not significant difference for stage 3a)
(see Table 4).

DISCUSSION

To our knowledge, this is, to date, the largest European study on
the impact of CKD stages on survival after TAVI, and only second
in size to the US registry study worldwide [16]. Our results show
that higher CKD stages are significantly associated to higher in-
hospital, 30-day and 1-year mortality rates. The need for new-
onset dialysis after TAVI increased with CKD stage, as did the
length of ICU stay and hospital stay. This could also be related to
the higher rate of co-morbidities found in patients with an
advanced CKD stage. Similarly, in SAVR patients, higher CKD
stages were also significantly associated to higher in-hospital, 30-
day and 1-year mortality rates, and to a longer ICU and hospital
stay, and a higher new-onset dialysis rate. In addition, atrial fibril-
lation and TIA were more common in SAVR patients with a
higher CKD stage.

Interestingly, in patients undergoing TAVI, there was an annual
trend with the proportion of patients in CKD stages 1+2 being
significantly more frequent in recent years. Similar results were
found for SAVR patients. This could reflect the current trend to
use TAVI in lower risk patients [1].

As expected, baseline co-morbidities were more common in
patients with higher CKD stages. This is in line with recently pub-
lished data from US administrative databases [17]. Furthermore,

an association of CKD with cardiovascular risk factors has been
widely described in previous studies [18].

As opposed to prior results from other investigations [9, 17,
19], our CKD stage 5 population undergoing TAVI was not
younger than the rest of patients. This is probably due to the fact
that patients on chronic dialysis were not included in this ana-
lysis, and such patients are usually younger [20]. TAVI patients in
CKD stage 5 underwent more TA procedures, which may be due
to a higher prevalence of peripheral arterial vascular disease.
Urgent procedures were more frequent as well; similar findings
were published from the UK TAVI registry [9]. The lower use of
contrast dye in patients with advanced CKD may be influenced
by the operators' attempt to lower the risk of contrast-related
renal injury as much as possible in such patients.

Several CKD severity classifications have been used to as-
sess the potential association of renal function to TAVI out-
comes. In a large analysis based on a US administrative
national database including over 40 000 patients, only 3 cate-
gories were used (no CKD, CKD or End Stage Renal Disease) [21].
The US STS/ACC TVT Registry used a more detailed classification
(CKD stages 1, 2, 3, 4 and 5) [16]. Splitting CKD stage 3 into 3a and
3b subcategories has been recommended for prognosis purposes in
cardiovascular diseases [13]. As in the present study, French [19], UK
[9] and Italian OBSERVANT [22] TAVI registries have used this classi-
fication and found different results in 3a and 3b subgroups. Also, in
line with all major registries [9, 16, 19], CKD stages 1 and 2 were
combined as a reference category, since they represent patients
with an adequate renal function. To date, most studies on SAVR
have not used CKD stages to assess renal function or have only
used mild-moderate-severe categories [8, 23]. However, a recent
study in both TAVI and SAVR patients has already used 5 CKD cate-
gories [24].
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Figure 2: (A) Forest plot with hazard ratios with 95% confidence intervals for
cumulative 1-year mortality according to chronic kidney disease stages in
transcatheter aortic valve implantation patients. (B) Forest plot with hazard

ratios with 95% confidence intervals for cumulative 1-year mortality according
to chronic kidney disease stages in surgical aortic valve replacement patients.

Whereas initial TAVI studies that included a low number of
patients did not find a clear-cut association between CKD and mor-
tality after TAVI [20, 25], such an association was observed in more
recent and larger investigations [26]. The association between differ-
ent CKD stages and survival after TAVI has been a matter of debate,
particularly in patients with mild renal function impairment.
Whereas Allende et al. [27] and the PARTNER trial [28] with a
selected population showed only CKD stage 4 and CKD stage 5 to
have an impact on short-term and mid-term mortality, the more re-
cent UK (n=3980) [9] and FRANCE (n=2929) [19] registries, as well
as a previous small study (n=642) found similar results in CKD stage
3b (30-44 ml/min/1.73 m?) [29]. However, mortality was not signifi-
cantly associated to CKD stage 3a. The large US STS/ACC TVT
Registry [16] reported data from >40 000 patients; as in our study,
dialysis-dependent patients were excluded, which resulted also in a
low number of patients in CKD stage 5. Unadjusted 1-year mortality
was significantly higher in CKD stage 5, whereas HR after adjust-
ment did not reach statistical significance. The US registry did show
an adjusted association of CKD stage 4 and CKD stage 3 with mor-
tality but did not report specific results for stages 3a and 3b separ-
ately. Patients with mild renal function impairment (stage 3a)
account for a substantial proportion of patients undergoing TAVI,
and assessing their risk is certainly important.

To our knowledge, our study (n=12 834) is the largest TAVI
prospective registry cohort study reporting survival data in patients
with mild renal impairment (CKD stage 3a) compared to patients
with eGFR >60 ml/min/1.73 m? In univariate analyses, patients in
CKD 3a, 3b, 4 and 5 showed significant, gradually increasing HR
values for 1-year all-cause mortality when using CKD 1 + 2 as refer-
ence. The same trend was observed at multivariable analysis but
HR values for CKD 3a and 5 did not reach significance after multi-
variable adjustment. Similar to the US registry [16], lack of
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Figure 3: Association between estimated glomerular filtration rate and 1-year
cumulative mortality calculated from Kaplan-Meier estimates of the patients
with estimated glomerular filtration rate within the respective intervals and
compared with Cox regression prediction in these transcatheter aortic valve
implantation patients (A) and surgical aortic valve replacement patients (B).

statistical significance for CKD stage 5 after multivariable adjust-
ment can be explained by the relatively low number of patients in
this group, due to the exclusion of patients with chronic renal re-
placement therapy, which account for most patients in stage 5. In
fact, our post hoc analysis based on combined CKD stages 4 +5 did
show statistical significance also in multivariable analysis.

When compared to patients with CKD stages 1 and 2, in
patients with CKD stage 3a, HR for 1-year mortality became
non-significant after multivariable adjustment, which suggests
that other clinical factors may explain their higher mortality
risk. In addition, the positive relationship between eGFR
assessed as a continuous variable and 1-year cumulative mor-
tality in our series showed the best cut-off value to be 47 ml/
min/1.73 m?, which is very close to the limit defining CKD
stage 3b. A similar value has also been suggested in previous
studies (eGFR 45) [19, 29]. For every 5ml/min/1.73 m? reduc-
tion in eGFR, 1-year mortality increased in nearly 9% in our
population. This effect size is higher than previously reported
in the UK registry [9], in which in-hospital mortality increased
by 8.2% and cumulative mortality increased by 4.4% for every
10 ml/min/1.73 m? reduction [9].

Based on our sensitivity analyses, our conclusions on mortality
do not appear to be affected by a potential learning curve in the
first year of the registry. Moreover, results were also similar when
only considering TAVI performed using a TV or a TA approach.

As expected, after TAVI, overall ICU stay and hospitalization
were longer in patients in higher CKD stages; this is in accord-
ance with previous literature [19, 21].

In patients undergoing SAVR, our findings confirm the previ-
ously observed association of higher CKD stages to higher mortal-
ity rates. The association seems to be clearly present from CKD 3a
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Figure 4: (A) Receiver operating curve analysis assessing the prediction of estimated glomerular filtration rate as a continuous variable for 1-year mortality in trans-
catheter aortic valve implantation patients. (B) Receiver operating curve analysis assessing the prediction of estimated glomerular filtration rate as a continuous vari-

able for 1-year mortality in surgical aortic valve replacement patients.

stage upwards, as previously suggested [23]. Our confirmatory
findings have been obtained in an era of increasing TAVI use as
an alternative to surgery, with the current SAVR population hav-
ing a lower risk profile. However, due to the low number of
patients, statistical significance was not achieved for CKD 5 after
multivariable adjustment. Most deaths were due to cardiovascular
reasons. After SAVR, for every 5ml/min/1.73 m? reduction in
eGFR, 1-year mortality increased by 9%, which is very similar to
the reduction we found in TAVI patients. Complications associ-
ated to a high CKD stage were also similar to the ones previously
reported in SAVR. Specifically, a more common severe bleeding
[23], and a higher new-onset dialysis rate are in line with previous
observations [8].

Existing risk scores either do not take renal function into ac-
count or only consider 3 CKD categories. The entire recently
available evidence on renal function markers, including our pre-
sent findings, along with other biomarkers having been shown to
have prognostic significance in patients undergoing TAVI or
SAVR in the last years, will have to be considered when updating
existing risk scores for future versions.

Strengths and limitations

This real-world registry includes most consecutive patients
having undergone TAVI and SAVR in Germany throughout a
5-year period, based on the participation of the vast majority
of hospitals performing such procedures. Thus, it is clearly
representative of the whole population of patients under-
going TAVI and SAVR for aortic stenosis. With Germany being
the country with the highest number of TAVI procedures per-
formed in Europe [10], the large size of the present study
becomes one of its main strengths. Despite a thorough ad-
justment for many variables, some unrecognized confounders
may remain. We report short-term and 1-year results, but a
longer follow-up is needed to fully evaluate the impact of
renal function on survival in the long-term. Finally, we ac-
knowledge the limitation of having estimated glomerular fil-
tration rates based on serum creatinine.

CONCLUSION

The present study shows that CKD >3b is a significant independ-
ent major risk factor for mortality in patients undergoing TAVI.
Similarly, in SAVR, CKD >3a is also a significant independent risk
factor for mortality. Thus, in the general population of patients
with severe aortic stenosis, an appropriate stratification based on
CKD substage may contribute to a better selection of patients
suitable for valve replacement.

SUPPLEMENTARY MATERIAL

Supplementary material is available at EJCTS online.
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