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ABSTRACT.
Introduction. The impact on clinical outcomes of the metal coverage on the
coronary surface (namely metal-to-artery ratio) of currently used Drug Eluting Stents
(DESs) has not been defined.
Methods. All patients with a LM (Left Main) or bifurcation stenosis treated with PCI
using ultrathin stents (struts thinner than 81 µm) were enrolled. The rate of DOE (Device
oriented endpoint, defined as a composite of target lesion revascularization and stent
thrombosis) was the primary endpoint, while its single components the secondary ones,
evaluated according to metal-to-artery ratio.
Results. 62 (7.5%) of 830 patients undergoing PCI on LM experienced a DOE
without differences in metal-to-artery ratio (14.5±2.1 vs 14.4±1.9, p=0.51). 50 (2.4%) of
2082 patients treated with PCI on a coronary bifurcation other than LM experienced a
DOE, with a higher mean metal-to-artery ratio (15.3±2.1 vs 14.6±2, p=0.01). At multivariate
analysis, together with hypertension and diabetes, metal-to-artery ratio was an
independent predictor of DOE (HR1.7:1.02-1.34, p 0.02). When analysed for diameter, we
found a significant correlation with DOE when diameter was between 3.0 and 3.25 mm
(HR 1.24:1.03-1.48, p=0.02) or inferior to 3.0 mm (HR 1.21: 1.06-1.38, p<0.01, all CI 95%).
Finally, a metal-to-artery ratio>15 predicted TLR in non ULM patients.
Conclusion. Metal-to-artery ratio does not impact on outcomes in LM PCI and
when a drug eluting stent > 3.5 mm is implanted. Regarding non-LM PCI, it is
independently related to DOE and TLR; especially for DES with a diameter < 3.25 mm.
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INTRODUCTION.
PCI (Percutaneous Coronary Intervention) in the last years has been largely
exploited to treat high risk patients and coronary anatomies, due to satisfactory results at
mid term follow up largely related to technological improvement (1-3).
From a general point of view, evolution of the stent platform, including thinner stent
struts and new metal compounds associated with the utilization of drug-eluting stents
(DESs) coated with anti-proliferative agents and polymers reduced the restenosis and
thrombosis rates (4-6). However, when analyzing each single component of DESs (Drug
Eluting Stents), only few features have been related to improved clinical outcomes.
Regarding antiproliferative drugs, the recent Bioresort trial (7) did not show significant
differences between everolimus and sirolimus. Regarding biodegradable (BP) vs.
permanent polymer (PP), contrasting evidence has been provided: the Bioresort trial did
not show differences between BP and PP, while the recent Bioflow showed a reduction of
TLR with BP (8). Finally, a reduced thickness of struts has been demonstrated to reduce
TLR (Target Lesion Revascularization) and ST (Stent Thrombosis) irrespectively from kind
of polymer (9).
Another geometrical parameter is represented by metal to artery ratio (that is the
ratio between the endoluminal vessel surface and the stent struts surface) (10). In first
generation stents a lower ratio was associated with higher rates of radial and
longitudinal recoil and a reduced radial expansion at the extremities of the
stent with respect to the mid-section of the stent. From the other side, elevated values may
increase shear stress with a close relationship with restenosis and thrombosis (11).
However, to the best of our knowledge, no data have been provided about the impact of
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metal coverage on the coronary surface on clinical outcomes according to different vessels
diameters treated with ultrathin stents.

METHODS.
This is a prospective multicenter study (see Appendix for enrolling sites,
NCT03622203)

including patients from June 2015 to January 2017.

Inclusion criteria
All consecutive patients presenting with a critical ULM lesion of a critical stenosis of a
coronary bifurcation in our Centers treated with any of the following stents, were included:
-

Platinum-chromium coated with a durable polymer loading everolimus with strut
thickness of 81 µm for diameters 2.25-3.5 mm (Promus Element, Boston Scientific);

-

Cobalt-chromium coated with a durable polymer loading everolimus with a strut
thickness of 80 µm (Xience Alpine, Abbot);

-

Cobalt-chromium coated with a biodegradable polymer loading sirolimus with strut
thickness of 80 µm; (Ultimaster, Terumo Corporation);

-

Platinum-chromium coated with a biodegradable polymer loading everolimus with strut
thickness of 74 µm for diameters 2.25-2.75 mm, 79 µm for diameters 3.00-3.50 mm,
and 81 µm for the diameter of 4.0-4.5 mm; (Synergy, Boston Scientific);

-

Platinum-chromium coated with a durable polymer loading zotarolimus with a strut
thickness of 74 µm for diameters ≤2·5 mm, 79 µm for diameters 3.0-3.50 mm, and 81
µm for diameter equal to 4.0-4.5 mm (Resolute Onyx, Medtronic).
4

Baseline and procedural data.
Data were derived from electronic patient records at each center and recorded
online

(http://www.cardiogroup.org/RAIN/index.php?cat=home).

Cardiovascular

risk

factors, clinical presentation, angiographic features, use of IntraVascular UltraSound
(IVUS), Optical Coherence Tomography (OCT) and Fractional Flow Reserve (FFR) was
recorded, along with the characteristics of the implanted stents. IVUS or OCT was used
prior to stent implantation to assess the severity of the stenosis and side branch
involvement, and post stent implantation to evaluate dissection and the requirement for
stent optimisation. The decision to use post-dilatation, FKB, intracoronary imaging and
choice of stent technique (provisional versus 2-stent), was at the discretion of the treating
physician.
“Metal-to-Artery Ratio” was defined as the ratio between the endoluminal vessel
surface and the stent struts surface. Data were derived according the final stent diameter
after the post dilatation, the ratio for different stent kind were provided by the Boston
Scientific, Abbot, Terumo and Medtronic and resulted from bench test (see Web Appendix
Table).
Follow up data was obtained from clinical assessment, telephonic consultations
and/or via primary care physicians.
Endpoints.
The rate of DOE (Device oriented endpoint, defined as a composite of target lesion
revascularization and stent thrombosis) was the primary endpoint. The analysis was
performed according to LM and non-LM PCI.
Statistical Analysis
5

Categorical variables are reported as count and percentages, whereas continuous
variables as mean and standard deviations or interquartile range (IQR). Gaussian or not
Gaussian distribution was evaluated by Kolmogorov-Smirnoff test. The t-test has been
used to assess differences between parametric continuous variables, Man-Whitney U test
for non-parametric variables, the chi-square test for categorical variables and Fisher exact
test for 2x2 tables. Analysis was done for all baseline features that differed between
patients with DOE and without DOE in LM and non-LM groups. Further, multiple logistic
regression analysis was performed the independent predictors of DOE and of TLR, along
with survival analysis. All statistical analyses were performed with SPSS 21 and
differences were considered significant at α=0.05.
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RESULTS.
LM PCI group.
830 patients underwent LM PCI and among them after XXXX 62 (7.5%)
experienced DOE. No differences were reported about mean age (70.8±10.7 vs 70.8±9.1
years old p=0.99) and cardiovascular risk factors, except for an higher prevalence of
current smokers in DOE patients (24.6% vs 13.6%, p=0.03, see Table n. 1). Regarding
procedural features, these patients were treated more often with a 2 stent strategy for
bifurcations (44.6% vs 21.8%, p<0.01), without differences for implanted stents
(permanent vs. reabsorbable polymer 29% vs 28.2%, p=0.88): Values of metal-to-artery
ratio (14.5±2.1 vs 14.4±1.9, p=0.51, see Table n. 2) did not differ between patients
experiencing a device oriented event.
non-LM PCI group.
2082 patients underwent non-LM PCI and after XXX months 50 (2.4%) experienced
DOE. Baseline features were similar between patients with and without events regarding
mean age (65.8±9.1 vs 67.8±11.3 years old p=0.2), gender (female gender 24% vs 24.6%,
p=1) and clinical presentation. However, patients with DOE were more frequently
hypertensive (92% vs 73.9%, p<0.01) and with non-ID diabetes mellitus (42% vs 25.6%,
p=0.01, see Table n. 3).
Among procedural features, a 2 stent strategy was chosen more often for DOE patients
(25.5% vs 13.4%, p=0.05). While there were no differences in terms of polymer
(permanent vs. re-absorbable: 28% vs 31%, p=0.64), patients with DOE had a higher
mean metal-to-artery ratio (15.3±2.1 vs 14.6±2, p=0.01, see Table n. 2).
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This result was confirmed at multivariate analysis, in which, together with hypertension and
diabetes, metal-to-artery ratio was an independent predictor of DOE (HR1.7, CI95% 1.021.34, p 0.02, see Figure n. 1). Further, metal-to-artery ratio when analysed according the
stent diameter was found to correlate significantly with DOE when DES diameter was
between 3.0 and 3.25 mm (HR 1.24, CI95% 1.03-1.48, p=0.02) or inferior to 3.0 mm (HR
1.21, CI95% 1.06-1.38, p<0.01, see Figure n. 2). Moreover, risk of TLR was increased for
patients treated on ULM with stents with a metal-to-artery-ratio>15, as confirmed at
survival analysis (see figures number 2,4 and appendix, web only tables 1,2)
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DISCUSSION.
Our main findings may be summarised as follows:
• Metal-to-artery ratio does not impact on outcomes in LM PCI, and generally when a
drug eluting stent > 3.5 mm is implanted;
• On the other side, it is an independent predictor of restenosis in in non-LM PCI,
especially when drug eluting stent < 3.25 mm was used.
The narrowing in the lumen of an expanded stent (which can be clinically translate into
restenosis or stent thrombosis) is one of the major complication associated with
endovascular stent implantation (12,13). It is believed to be caused by inadequate metallic
surface

area,

together

with

clinical

and

procedural

features.

Recently, Palmerini et al. demonstrated that the thickness and the geometry of the stents
are crucial elements for the modulation of thrombogenicity: clinically this translated into a
reduction of thrombosis rate in the second generation DES due to their structural features.
(14). Stent structure and configuration appear to play a crucial role in determining its short
and long‐term outcomes. The greater the amount of metal in relation to the vessel, the
greater the risk of thrombosis and restenosis. On the other hand, an amount of metal
platform may lead to mechanical problems. In particular vascular injury and foreign body
reaction are important mechanisms by which stent implantation can provoke neointimal
hyperplasia and impose focal, deep vascular trauma (15;16)
Indeed 30-35% of all percutaneous coronary interventions involve small-diameter
vessels of less than 3 mm (17). Stents deployed in small arteries have a higher metal-toartery ratio; this may increase the risk of sub-acute thrombosis or restenosis. Various
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studies have shown that stent design, stent coating, and stent strut thickness may all
influence event-free survival (18,19).
In our real life multicenter study, strut thickness appears to be an independent predictor
of restenosis after stent implantation in vessels with a reference diameter < 3.0 mm (20).
probably due to a relative high metal/vessel ratio when a stent is implanted in a small
vessel. A low minimum lumen diameter immediately after percutaneous transluminal
angioplasty and a high metal density are proposed mechanisms of unfavorable outcome
after stent implantation. (21,22) In a recent meta-analysis Bangalore et al. demonstrate
how thinner struts were associated with a 16% reduction in target lesion failure explain by
a minor turbulence and areas of low shear, reduced arterial injury and a faster
endothelization. Moreover thinner struts afford greater flexibility and deliverability (23)
Despite this knowledge, little is known about the impact of the metal-to-artery ratio in
the bifurcation vessels. The impact of the amount of metal in relation to vessel size in a
complex condition such as bifurcation lesions is not yet fully understood.
In the group with large diameter (> 3.5mm) and LMCA the metal to artery ratio does not
seem to impact on DOE. Patients with DOE underwent more often to 2 stent strategy for
LM bifurcations and there were not differences in metal-to-artery ratio probably because
the impact of one or more foreign bodies in a large-caliber vessel like the LMCA is less
relevant and maybe the complexity of the lesion mask and override the differences
generated by a higher metal-to artery ratio.
Further, this could probably be explained by the generally lower ratio due to the
deployment in bigger vessel and the more aggressive post-dilatations. Several studies
evaluated the impact of stent over expansion capacity and some doubt are raised about
the safety when the device is oversized, due to the structure distortion and the reduction of
10

radial force (24). However, by our data this does not translate in worse clinical outcome,
despite a reduced vessel coverage a good stent apposition maintains a key role also in big
vessel PCI.
On the other side, in our study the favourable effect of low metal to artery ratio was
clinically apparent only in non LM-PCI, in particular in vessels with a reference diameter
inferior to 3,25 mm. Several reason could be found, contrary to LM-PCI, smaller vessels
determine necessary higher metal coverage with higher inflammatory response, a less
accurate vessel sizing due to lower use rate of imaging. Indeed, as for LM PCI, strategies
with multiple balloon inflation were related to reduced risk of acute stent recoil, the number
of stent delivery balloon inflations has been associated with the reduction of acute stent
recoil (25). Other explanation for this result is that patients with DOE underwent more often
to 2 stent strategy and had a higher mean metal-to-artery ratio that remains a significant
predictor at the multivariate analysis. Considering, how in the smaller vessels the benefit of
a low metal-to-artery ratio may not override the small residual lumen. It is well known how
small artery size itself is an independent risk factor for restenosis and MACE after stent
implantation. (22;26)

Limitations.
There are many limitations to this study. First, it is not a randomized controlled trial,
therefore the ability to differentiate between stent platforms is limited. Second, a main limit
in the evaluation of the clinical impact of metal-to-artery ratio are that multiple factors
appear to be implicated in DES acute thrombogenicity and long-term vascular healing.
These factors include platform material and stent strut thickness as well as polymer
biocompatibility, composition, distribution, and, in the case of bioresorbable polymers,
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duration of bioresorption. It is difficult to assess the different contribution of all these
confounding factors in a single study. Finally, although designed as an all comers study,
only 23% of patients undergoing percutaneous interventions were enrolled in the study, so
selection bias cannot be ruled out.
Conclusion
Metal-to-artery ratio seems not to impact of outcomes in LM PCI, and generally when a
drug eluting stent > 3.5 mm is implanted. On the other side, it seems to be an independent
predictor in in non-LM PCI, especially when drug eluting stent < 3.25 mm was used.

REFERENCES.
1- Ferenc, Miroslaw, Nadja Banholzer, Willibald Hochholzer, Kambis Mashayekhi, Thomas Comberg, Jürgen
Rothe, Christian M. Valina, et al. 2018. «Long-Term Results after PCI of Unprotected Distal Left Main
Coronary Artery Stenosis: The Bifurcations Bad Krozingen (BBK)-Left Main Registry». Clinical Research in
Cardiology: Official Journal of the German Cardiac Society, luglio. https://doi.org/10.1007/s00392-018-13379
2-

D’Ascenzo, Fabrizio, Alaide Chieffo, Enrico Cerrato, Fabrizio Ugo, Marco Pavani, Hyroishi Kawamoto,
Roberto di Summa, et al. 2017. «Incidence and Management of Restenosis After Treatment of Unprotected
Left Main Disease With Second-Generation Drug-Eluting Stents (from Failure in Left Main Study With 2nd
Generation Stents-Cardiogroup III Study)». The American Journal of Cardiology 119 (7): 978–82.
https://doi.org/10.1016/j.amjcard.2016.12.005.

3- D’Ascenzo, Fabrizio, Mario Iannaccone, Francesca Giordana, Alaide Chieffo, Stephen O. Connor, L. Christian
Napp, SujaySubash Chandran, et al. 2016. «Provisional vs. Two-Stent Technique for Unprotected Left Main
Coronary Artery Disease after Ten Years Follow up: A Propensity Matched Analysis». International Journal
of Cardiology 211 (maggio): 37–42. https://doi.org/10.1016/j.ijcard.2016.02.136.
4- D’Ascenzo, Fabrizio, Mario Iannaccone, Gaelle Saint-Hilary, Maurizio Bertaina, Stefanie Schulz-Schüpke,
Cheol Wahn Lee, Alaide Chieffo, et al. 2017. «Impact of Design of Coronary Stents and Length of Dual
Antiplatelet Therapies on Ischaemic and Bleeding Events: A Network Meta-Analysis of 64 Randomized
Controlled Trials and 102 735 Patients». European Heart Journal 38 (42): 3160–72.
https://doi.org/10.1093/eurheartj/ehx437
5- Zbinden R, Piccolo R, Heg D, Roffi , Kurz DJ, Muller O, Vuilliomenet A, Cook S, Weilenmann D, Kaiser C,
Jamshidi P, Franzone A, Eberli F, Jüni P, Windecker S, Pilgrim T. Ultrathin Strut biodegradable Polymer
12

Sirolimus-Eluting Stent Versus Durable-Polymer Everolimus-Eluting Stent for Percutaneous Coronary
Revascularization: 2-Year Results of the BIOSCIENCE Trial. JACC Cardiovasc Interv. 2017 Jan
23;10(2):133-143.
6- Teeuwen K1, van der Schaaf RJ2, Adriaenssens T3, Koolen JJ4, Smits PC5, Henriques JP6, Vermeersch PH7,
Tjon Joe Gin RM8, Schölzel BE9, Kelder JC10, Tijssen JG6, Agostoni P11, SuttorpRandomized Multicenter
Trial Investigating Angiographic Outcomes of Hybrid Sirolimus-Eluting Stents With Biodegradable Polymer
Compared With Everolimus-Eluting Stents With Durable Polymer in Chronic Total Occlusions: The PRISON
IV Trial. MJ11..10.017.
7- von Birgelen C1, Kok MM2, van der Heijden LC2, Danse PW3, Schotborgh CE4, Scholte M5, Gin RMTJ3,
Somi S4, van Houwelingen KG2, Stoel MG2, de Man FHAF2, Louwerenburg JHW2, Hartmann M2, Zocca
P2, Linssen GCM6, van der Palen J7, Doggen CJM8, Löwik MM2. Very thin strut biodegradable polymer
everolimus-eluting and sirolimus-eluting stents versus durable polymer zotarolimus-eluting stents in allcomers
with coronary artery disease (BIO-RESORT): a three-arm, randomised, non-inferiority trial. Lancet. 2016 Nov
26;388(10060):2607-2617. doi: 10.1016/S0140-6736(16)31920-1. Epub 2016 Oct 30
8- Kandzari DE1, Mauri L2, Koolen JJ3, Massaro JM4, Doros G5, Garcia-Garcia HM6, Bennett J7, Roguin
A8, Gharib EG9, Cutlip DE10, Waksman R6; BIOFLOW V Investigators Ultrathin, bioresorbable
polymer sirolimus-eluting stents versus thin, durable polymer everolimus-eluting stents in patients
undergoing coronary revascularisation (BIOFLOW V): a randomised trial. 8 Lancet. 2017 Oct
21;390(10105):1843-1852
9- Iantorno M1, Lipinski MJ1, Garcia-Garcia HM1, Forrestal BJ1, Rogers T2, Gajanana D1, Buchanan KD1,
Torguson R1, Weintraub WS1, Waksman R3.. Meta-Analysis of the Impact of Strut Thickness on Outcomes in
Patients With Drug-Eluting Stents in a Coronary Artery. Am J Cardiol. 2018 Nov 15;122(10):1652-1660.
10 Migliavacca F1, Petrini L, Colombo M, Auricchio F, Pietrabissa R.J Mechanical behavior of coronary stents
investigated through the finite element method. Biomech. 2002 Jun;35(6):803-11.
11 Koskinas KC, Chatzizisis YS, Antoniadis AP, Giannoglou GD. Role of endothelial shear stress in
stent restenosis and thrombosis: pathophysiologic mechanisms and implications for clinical
translation. J Am Coll Cardiol. 2012 Apr 10;59 (15):1337-49.
12 Byrne, Robert A., Michael Joner, e Adnan Kastrati. «Stent Thrombosis and Restenosis: What Have We
Learned and Where Are We Going? The Andreas Grüntzig Lecture ESC 2014». European Heart Journal 36, n.
47 (14 dicembre 2015): 3320–31. https://doi.org/10.1093/eurheartj/ehv511.
13 Sakamoto, Atsushi, Hiroyuki Jinnouchi, Sho Torii, Renu Virmani, e Aloke V. Finn. 2018. «Understanding the
Impact of Stent and Scaffold Material and Strut Design on Coronary Artery Thrombosis from the Basic and
Clinical Points of View». Bioengineering (Basel, Switzerland) 5 (3).
https://doi.org/10.3390/bioengineering5030071
14 Palmerini, Tullio, Giuseppe Biondi-Zoccai, Diego Della Riva, Christoph Stettler, Diego Sangiorgi, Fabrizio
D’Ascenzo, Takeshi Kimura, et al. 2012. «Stent Thrombosis with Drug-Eluting and Bare-Metal Stents:
Evidence from a Comprehensive Network Meta-Analysis». Lancet (London, England) 379 (9824): 1393–1402.
https://doi.org/10.1016/S0140-6736(12)60324-9.
15 Schwartz RS, Buber KC, Murphy JG, et al. Restenosis and proportional neointimal response to coronary artery
injury. J Am Coll Cardiol 1992;19:267–74
16 Rogers C, Parikh S, Seifert P, Edelman ER. Endogenous cell seeding: remnant endothelium after stenting
enhances repair. Circulation 1996;94:2909–14.
17 INVESTIGATION OF METALLIC SURFACE AREA OF CORONARY STENTS Dóra Károly1, Miksa
Kovács1, Andrew Attila Terdik1, Eszter Bognár1,2 1Department of Materials Science and Engineering,
Faculty of Mechanical Engineering, Budapest University of Technology and Economics 2MTA–BME
Research Group for Composite Science and Technology
13

18 Kolandaivelu, Kumaran, Rajesh Swaminathan, William J. Gibson, Vijaya B. Kolachalama, Kim-Lien NguyenEhrenreich, Virginia L. Giddings, Leslie Coleman, Gee K. Wong, e Elazer R. Edelman. 2011. «Stent
Thrombogenicity Early in High-Risk Interventional Settings Is Driven by Stent Design and Deployment and
Protected by Polymer-Drug Coatings». Circulation 123 (13): 1400–1409.
https://doi.org/10.1161/CIRCULATIONAHA.110.003210.
19 Roguin A, Grenadier E. Stent-based percutaneous coronary interventions in small coronary arteries. Acute
Card Care, 2006;8(2):70-4.
20 In-Stent Restenosis in Small Coronary Arteries Impact of Strut Thickness Carlo Briguori, MD, PHD,*
Cristiano Sarais, MD,* Paolo Pagnotta, MD,* Francesco Liistro, MD,* Matteo Montorfano, MD,* Alaide
Chieffo, MD,* Fabio Sgura, MD,* Nicola Corvaja, MD,† Remo Albiero, MD,† Goran Stankovic, MD,†
Costantinos Toutoutzas, MD,† Erminio Bonizzoni, PHD,‡ Carlo Di Mario, MD, PHD, FACC,*† Antonio
Colombo, MD, FACC*†
21 Akiyama, T., I. Moussa, B. Reimers, M. Ferraro, Y. Kobayashi, S. Blengino, L. Di Francesco, L. Finci, C. Di
Mario, e A. Colombo. 1998. «Angiographic and Clinical Outcome Following Coronary Stenting of Small
Vessels: A Comparison with Coronary Stenting of Large Vessels». Journal of the American College of
Cardiology 32 (6): 1610–18.
22 Elezi, S., A. Kastrati, F. J. Neumann, M. Hadamitzky, J. Dirschinger, e A. Schömig. 1998. «Vessel Size and
Long-Term Outcome after Coronary Stent Placement». Circulation 98 (18): 1875–80.
23 Bangalore, Sripal, Bora Toklu, Neil Patel, Frederick Feit, e Gregg W. Stone. 2018. «Newer Generation UltraThin Strut Drug-Eluting Stents versus Older Second-Generation Thicker Strut Drug-Eluting Stents for
Coronary Artery Disease: A Meta-Analysis of Randomized Trials». Circulation, giugno.
https://doi.org/10.1161/CIRCULATIONAHA.118.034456.
24 Ng, Jaryl, Nicolas Foin, Hui Ying Ang, Jiang Ming Fam, Sayan Sen, Sukhjinder Nijjer, Ricardo Petraco, Carlo
Di Mario, Justin Davies, e Philip Wong. 2016. «Over-Expansion Capacity and Stent Design Model: An Update
with Contemporary DES Platforms». International Journal of Cardiology 221 (ottobre): 171–79.
https://doi.org/10.1016/j.ijcard.2016.06.097.
25 Ota, Tomoyuki, Hideki Ishii, Takuya Sumi, Takuya Okada, Hisashi Murakami, Susumu Suzuki, Kenji Kada,
Naoya Tsuboi, e Toyoaki Murohara. 2014. «Impact of Coronary Stent Designs on Acute Stent Recoil». Journal
of Cardiology 64 (5): 347–52. https://doi.org/10.1016/j.jjcc.2014.02.013.
26 Kasaoka A, Tobis JM, Akiyama T, et al. Angiographic and intravascular ultrasound predictors of in-stent
restenosis. J Am Coll Cardiol 1998;32:1630–5.

14

