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for patients with inoperable aortic stenosis

(PARTNER1): a randomised controlled trial
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TAVR%7=I3TAVI
(transcatheter aortic valve replacement)

(transcatheter aortic valve implantation)
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computer randomisation. Patients were randomly assigned
(1:1) to TAVR or standard treatment (medical management
with or without balloon aortic valvuloplasty at the discretion
of the treating physician). Patients and their treating
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11-7%, and 54% of particﬁlpants were female. 140 (79%) of
179 patients in the standard treatment group underwent
balloon aortic valvuloplasty during the trial.
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for each of the trial cohorts. The PARTNER study
was approved by the institutional review board at
each participating site, and all patients provided
written informed consent.
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The randomisation sequence was generated by central
computer randomisation. Patients were randomly assigned
(1:1) to TAVR or standard treatment (medical management

AE21—-RCENFEZ LEESNTIVS

of the treating physician). Patients and their treating
physicians were not masked to treatment allocation.
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Table 1. Baseline Characteristics of the Patients and Echocardiographic Findings.*

TAVI Standard Therapy

Characteristic (N=179) (N=179) P Value
Age —yr 83.1:8.6 83.2+83 0.95
Male sex — no. (%) 82 (45.3) 34 (46.9) 0.92
STS scoref 11.2+5.8 12.1+6.1 0.14
Logistic EuroSCOREZL 26.4x17.2 30.4£19.1 0.04
NYHA class — no. (%) 0.68

I 14 (7.8) 11 (6.1)

Horiv 165 (92.2) 168 (93.9)
Coronary artery disease — no. (%) 121 (67.6) 133 (74.3) 0.20
Previous myocardial infarction — no./total no. (36) 33/177 (18.6) 47/178 (26.4) 0.10
Previous intervention — no./total no. (%)

CABG 58/155 (37.4) 73/160 (45.6) 0.17

PCI 47/154 (30.5) 39/157 (24.8) 0.31

Balloon aortic valvuloplasty 25/154 (16.2) 39/160 (24.4) 0.09
Cerebral vascular disease— no./total no. (%) 48/175 (27 .4) 46/167 (27.5) 1.00
Peripheral vascular disease — no./total no. (%) 54/178 (30.3) 45/179 (25.1) 0.29
COPD — no. (%)

Any 74 (41.3) 94 (52.5) 0.04

Oxygen-dependent 38 (21.2) 46 (25.7) 0.38
Creatinine >2 mg/dl (177 ymol/liter) — no./total no_ (3¢) 10/178 (5.6) 17/178 (9.6) 0.23
Atrial fibrillation — no./total no. (%) 28/85 (32.9) 39/80 (48.8) 0.04
Permanent pacemaker — no./total no. (%6) 35/153 (22.9) 31/159 (19.5) 0.49
Pulmonary hypertension — no./total no. (%) 50/118 (42.4) 53/121 (43.8) 0.90

_Frailty__no Jtotalno (34)] 21/116 (A81) 33/118 (2R.0V 009

Extensively calcified aorta— no. (%) 34 (19.0) 20 (11.2) 0.05
Deleterious effects of chest-wall irradiation— no. (%) 16 (8.9) 15 (8.4) 1.00
Chest-wall deformity — no. (%) 15 (8.4) 9 (5.0) 0.29
Liver disease — no./total no. (36) 6/177 (3.4) 6/178 (3.4) 1.00
Echocardiographic findings

Aortic-valve area — cm?* 0.620.2 0.6£0.2 0.97

Mean aorticvalve gradient — mm Hg 4452157 43.0£15.3 0.39

Mean LVEF — % 53.9+13.1 51.1£14.3 0.06

Moderate or severe mitral regurgitation — no./total no. (%6)§ 38/171 (22.2) 38/165 (23.0) 0.90
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of the treating physician). Patients and their treating
physicians were not masked to treatment allocation.
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standard treatment. 20 patients crossed over from the standard treatment group and ten withdrew from study, leaving
only six patients at 5 years, of whom five had aortic valve replacement treatment outside of the study. The risk of all-
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*10ADRRHISHE RAISECEHLEL)

» ITTERREA TS D

All clinical outcomes were analysed for the intention-to-
treat population, which included all patients who were
randomly assigned treatment. Echocardiographic data

) [TTRIFTEh TS

- kIR MthIEEhE=D
m) BHidhitXhTivE



YTV 14X

test. A two-sided alpha leve! of 0.05 was used for
all superiority testing. All statistical analyses

We estimated that with a sample of 350 patients,
the study would have at least 85% power to show
the superiority of TAVI over standard treatment
with respect to the primary end point, assuming
that 1-year mortality would be 37.5% in the stan-
dard-treatment group and 25% in the TAVI group.
In calculating the size of the sample, we also as-
sumed that deaths would follow a constant haz-
ard distribution, that follow-up would continue for
12 months after the last patient was enrolled, and
that the rate of loss to follow-up would be 10%.

*a=0.05
*1-f=0.85
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Figure 1: Kaplan-Meier analysis of all-cause mortality for the intention-to-treat population
TAVR=transcatheter aortic valve replacement. HR=hazard ratio.
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OUTCOME -Primary end point-
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Figure &: Mortallty outcomes stratified by 575 score
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OUTCOME -Secondary end point-

The risk of cardiovascular-related mortality at 5 years
was 57-5% in the TAVR group and 85-9% in the

standard treatment group (p<0-0001;

figure 2A).

43 (34%) of 127 deaths in TAVR group compared with
25 (17%) of 143 in the standard treatment group were
judged as non-cardiovascular, suggesting that non-
cardiovascular comorbidities were an important cause

of death (figure 2B).
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Fgure 2 Carciovasoular mortality (&) and causes of death (5)
TAVE-transcatheter aortic valve replacement. HE-harand rmtio.




OUTCOME -Secondary end point-
RBOHRE

Outcome 30 Days 1 Year
Standard Standard
TAVI Therapy TAVI Therapy
(N =179) (N=179) P Valuef (N=179) (N=179) P Valuef
no. of patients (%) no. of patients (%)
All 12 (6.7) 3(1.7) 0.03 19 (10.6) 8 (4.5) 0.04
TiA 0 0 — 1 (0.6) 0 1.00 ‘
Stroke
Minor 3(1.7) 1 (0.6) 0.62 4 (2.2) 1 (0.6) 037 ‘
Major 9 (5.0) 2 (1.1) 0.06 14 (7.8) 7(3.9) 0.18 |

Major strokes were observed more frequently
in the TAVI group than in the standard-therapy iﬁ§3o E DJWO)E*#
group at 30 days (5.0% vs. 1.1%, P=0.06) and at Hﬁﬁgb‘(gb \mm ‘:537-:

1 year (7.8% vs. 3.9%, P=0.18). However, the rate
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Figure 3: Risk of stroke as determined by competing risk analysis of stroke and mortality
TAVR=transcatheter aortic valve replacement,

Risk of stroke at 5 years was 16-0% in the TAVR group W
versus 18-2% in the standard treatment group (HR 1-39, Hm EE‘*ME a)*'JJ m a)alj
95% CI 0-62-3.11; p=0-555). Because the mortality in
the standard treatment group was very high and patients Zatt‘:‘) . ﬁﬁ_br:.ljza
have to be alive to have a stroke, we did a competing risk -~
analysis for mortality and stroke (figure 3), which tutbt L \
confirmed that there was no continuous hazard of stroke ~—
associated with TAVR after the initial procedural risk.




OUTCOME -Secondary end point-
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Figure 4: New York Heart Association functional class of the survivors

p values are for TAVR versus standard treatment for the full range of functional classes. TAVR=transcatheter aortic valve replacement.

treatment group (p<0-0001; appendix). At 5 years,
42 (86%) of 49 survivors in the TAVR group had New
York Heart Association (NYHA) class 1 or 2 symptoms
compared with three (60%) of five in the standard
treatment group (figure 4).
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