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Abstract

Oneofthe major advancements in interventional cardiology has been the introduction of drug-
eluting stents (DES). By incorporating anti-proliferative agents onto the surface of the stent,
neointimal hyperplasia occurring within the stent, which is the main cause of in-stent restenosis
(ISR), is markedly reduced. Stents coated with agents, like sirolimus or paclitaxel, when
compared to bare metal stents (BMS), had shown remarkable reduction in binary restenosis and
target vessel revascularisation (TVR) rates in large randomised clinical trials. The final hurdle
of percutaneous coronary intervention (PCI) seems to have been overcome. However, there are
still many uncertainties that need to be clarified. The long-term safety of DES remains a major
concern; in particular, stent thrombosis and incomplete stent apposition. In the real world, there
is atendency to implant DES in smaller vessels, longer lesions, and complex lesions, as these are
high risk for ISR and would yield the greatest benefit. Whether the excellent results of clinical
trials of DES can be replicated in these more complex lesions is still unknown and awaits further
studies. Although early experience with DES in complex lesions had shown improved results, a
higher number of ISR were seen. Finally, the high cost of these devices has precluded their use
in all patients undergoing PCI and deliberation among healthcare policy-makers on who should
receive DES has centred not only on financial, but also legal and ethical issues. As DES has not
completely eliminated ISR and notall patients can afford DES, ISR may survive the initial assault

of DES, albeit considerably less in number, for now.
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Introduction

Percutaneous coronary intervention (PCl) isthe preferred
revascularisation approach for most patients with coronary
artery disease because, with comparable clinical outcomes
in selected patients, PCl is less invasive and offers shorter
hospital stay and faster recovery as compared to coronary
artery bypass grafting (CABG).! The acceptance of PCl as
an alternative to CABG is further enhanced by the adjunct
use of coronary stent, which makes PCI a safer procedure
and with less repeat procedures in the long-term compared
to balloon angioplasty alone.? Sudden occlusion of vessel
due to thrombus formation on the stent (subacute stent
thrombosis or SAT) and re-narrowing of vessel lumen by
neointimal growth within the stent lumen (in-stentrestenosis
or ISR) are 2 complications initially encountered with the
use of coronary stents. Whereas the former complication
hasbeenreduced to <1% with adequate antiplatelets regime,
ISR can occur up to 50% in high-risk patients undergoing

coronary stenting. Therefore, the major limitation of PCl is
the need for repeat target vessel revascularisation (TVR)
due to restenosis. In patients with high risk of restenosis,
especially in patients with diabetes mellitus with small
vessel and long diffuse disease, CABG actually yield more
favourable results.®*

Many drugs and devices have failed to limit restenosis
and it has become, and been accepted, as an intrinsic part
of PCI1 .3 Itis, therefore, not surprising that results of several
recently published pivotal trials of drug-eluting stents
(DES),5" which showed remarkable reduction of ISR and
TVR in the treatment arm, have generated great euphoria
inthe interventional cardiology and beliefthatthe Achilles’
heel of coronary stenting has finally been conquered. DES
is heralded as one of the greatest advancements in
interventional cardiology, no less important than the
development of balloon angioplasty and coronary
stent.
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However, we believed that although the battle seems to
have been won, the war against ISR, and atherosclerosis in
general, isfar fromover. They are still too many uncertainties
and questions regarding DES that need to be better defined
and answered before we can claim victory over ISR. In this
review article, we briefly look into the effects of DES on the
pathophysiology of restenosis, the available clinical trials
dataand real world clinical experience of DES, and finally,
the uncertainties of this new device and the question of
whether restenosis can indeed be abolished with DES.

Pathophysiology of In-Stent Restenosis

Thereare 3importantcomponents of the pathophysiology
of ISR which are identified to be involved in restenosis at
different time frames after PCI: elastic recoil, negative
arterial remodelling and neointimal hyperplasia.?® Elastic
recoil is the immediate shrinkage of vessel after PCI due to
the elastic properties of the arterial wall. Negative
remodelling and neointimal hyperplasia occur more
gradually at the injured segment due to contraction of
arterial wall during healing and growth of the smooth
muscle cells (SMC) within the arterial lumen, respectively,
after PCI. These changes on the arterial wall are normal
healing responses to injury and the severity of these
responses determines the likelihood of restenosis.

Inballoon angioplasty, elastic recoil and negative arterial
remodelling are the main components of restenosis, and
both have been eliminated by coronary stenting, which
provides permanent mechanical scaffolding within the
artery. Neointimal hyperplasia plays a part in restenosis
after balloon angioplasty but is the main mechanism of
restenosis in ISR.1® Metallic stents, which cause deeper
vessel wall injury, stimulate higher degree of neointimal
hyperplasiathan balloon injury. Evenin large vessels (>3.0
mm) with discrete lesions, ISR still occurs between 20%
and 30% of patients and in complex lesions, the figure is
much higher.21

The pathogenesis of neointimal hyperplasia after stenting
is related to activation of SMC in the media, which leads to
its proliferation and migration into the vessel lumen.
Immediately after stenting, there is denudation of endothelial
cells of the arterial wall due to mechanical trauma and this
leads to platelet adhesion, activation and aggregation, and
subsequent fibrin deposition and thrombus formation within
the stent (thrombotic phase: day 0 to 3). Although these
thrombi are usually minute and do not impede coronary
flow, they attract inflammatory cells, like macrophages and
lymphocytes, which demarginate from the bloodstream
(recruitment phase: day 3 to 8). The infiltration of these
cells in these thrombi stimulates the production of various
growth factors and cytokines locally, which activate the
dormant (G, phase) vascular SMC in the media to re-enter

into cell cycle and replicate. The SMC thus proliferate in
the media and subsequently migrate into the thrombus in
the stent lumen. The thrombus is eventually replaced by
SMC, which form the neointimal within the stent lumen
(proliferative phase: day 8 to healing).

ISR occurs in those with the most neointimal growth.
Binary restenosis, which is used commonly to describe
failure of devices to maintain patency of the target lesion,
is usually defined as more than 50% diameter stenosis of
the target lesion at follow-up angiography 6 to 9 months
after index procedure.

Effects of Drug-eluting Stents on Neointimal
Hyperplasia

The understanding of the roles of SMC in the process of
ISR has resulted in novel therapeutic approaches to prevent
ISR. Since the process of SMC activation and replication
occurs locally at site of injury, one of the approaches is to
deliverahighconcentration of an effective anti-proliferative
agent locally to stop this process without systemic toxicity.
Infact, intracoronary radiation was the firstanti-proliferative
treatment found to be effective in inhibiting neointimal
hyperplasia.®* However, its side effects, including the risk
of late stent thrombosis (due to delayed re-endothelisation
of stent), edge effects (restenosis occurring at the edges of
radiated segment) and the requirement of multi-disciplinary
approach (involving radiation physicist and oncologist)
have hampered its acceptance into routine clinical practice.
Conceptually, coronary stent coated with anti-proliferative
agent is an ideal local drug delivery system, as it can
potentially limit all 3 components of ISR; not only can the
stent prevent vessel elastic recoil and negative arterial
remodelling, it also deliver the drug to the target lesion site
to prevent neointimal hyperplasia. The development of
DES technology has made this approach possible and this
can be achieved without major modification of interventional
techniques.

Various classes of agents, incorporated on the stent
surface, targeting specific sites of restenotic process are
available and are under investigation. These include the
immunosuppressive (sirolimus, rapamycin analogues and
mycophenolic acid), anti-inflammatory (corticosteroid and
tranilast), anti-proliferative (paclitaxel, angiopeptin and
actinomycin), antithrombotic (hirudin and iloprost),
extracellular matrix modulator (batimastat) and pro-healing
(oestradiol) agents. To date, only 2 anti-proliferative agents,
sirolimus and paclitaxel, have been found to be effective in
preventing neointimal hyperplasia in clinical trials.®”

Sirolimus (rapamycin) is a natural fermentation product
of Streptomyces hygroscopicus and isamacrolide antibiotic
with potent immunosuppressant properties. Its cellular
actions are mediated by its binding to aspecific intracellular
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protein (FKBP12), and the resultant complex inhibits a
regulatory enzyme, called TOR (target of rapamycin). The
inhibition of TOR prevents cell cycle progression from G,
phase to S phase, and therefore limiting SMC replication
and proliferation (Fig. 1).%* Paclitaxel is anti-neoplastic
agent originally isolated from the bark of the Pacific yew
tree, Taxus brevifolia. It is a microtubule-stabilising agent
and prevents reorganisation of the microtubules network,
which s vital for mitotic function. The cell cycle is arrested
at M phase and SMC proliferation and migration are
inhibited (Fig. 1).!5* Preliminary results of several
rapamycin analogues, in particular ABT-578 (methyl
rapamycin) and everolimus [40-O-(2-hydroxyethyl)-
rapamycin], were very promising and DES coated with
these agents are expected to be available soon for clinical
use.

The eluting Kinetics, which is the timing and dose of
release of the drugs on the DES, are important. Rapid bolus
release of high concentration of drugs can cause local
vessel toxicity and sufficient amount of drugs is required at
the site to prevent SMC replication. For controlled bolus
and extended release, these drugs are coated onto stent
together with polymers, which act as drug reservoirs.
Polymers are synthetic biomaterials that are supposedly
biocompatible. One example of polymers is phosphoryl-
choline, which is a synthetic copy of the outer membrane
of red blood cells. Types, compositions and designs of the
polymers coated on the stent dictate the eluting kinetic of
the DES.

In the commercially available sirolimus DES
(CYPHER™), the BX Velocity™ coronary stent system
(Cordis, Johnson and Johnson) is coated with a layer of
non-erodable polymer of 5 to 10 um thick, which is
incorporated with sirolimus (140 pg sirolimus/cm? of stent),
andan additional topcoat asa diffusion barrier for controlled
release of the drug. It is designed to release approximately
80% of the total dose of sirolimus in 30 days. Although

Cytokines and growth factors

L 1

Receptor activation

Sirolimus TOR!
T >

FKBP ~~_—

Signal transduction

Actinomycin
Radiation
Paclitaxel

QOR = Target of rapamycin

Cell division

Fig. 1. The mechanism of actions of various anti-proliferative agents on
specific targets in smooth muscle cell.
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there are a variety of methods of incorporating paclitaxel
and dosages onto coronary stents, only the polymer-based
paclitaxel eluting stents have been found to be safe and
efficacious. Inthe TAXUS™ stent (Boston Scientific Corp),
a proprietary polymer (Translute) loaded with 1 pg of
paclitaxel/mm? of stent is coated on the Express™ stent
(Boston Scientific Corp) platform, to allow an initial bolus
release phase over the first 48 hours after stenting followed
by a low-level release phase for approximately 10 days.
The slow-release (SR) formulation of TAXUS™ stent,
which has a lower 10-day drug release compared to the
moderate-release (MR) formulation, is currently used in
clinical practice.

Available Clinical Data

The first published non-randomised study of DES in
human was the First In Man (FIM) study,*” where sirolimus
coated stent was implanted in 45 patients in Brazil and
Europe. In this pioneer study, there were no major adverse
cardiac events (MACE) at 1-year clinical follow-up and
neointimal thickening within the stent was minimal on
angiographic and intravascular ultrasound follow-up. In
the RAVEL (Randomised study with sirolimus-eluting
Velocity balloon-expandable stent in the treatment of
patients with de novo native coronary artery lesion) trial
conducted in Europe,®® nicknamed the ‘0% restenosis
trial’, had literally no restenosis in patients treated with
sirolimus DES as compared to 26% in the bare metal stent
(BMS) arm. This remarkable effect of sirolimus DES was
subsequently confirmed, although not with zero restenosis,
in the larger SIRIUS (Sirolimus-coated BX Velocity stent
in the treatment of patients with de novo coronary artery
lesions) trial,® which included patients with longer lesions,
with restenosis rate of 8.9% vs. 36.3% inthe BMS arm. The
E- and C-SIRIUS (European and Canadian SIRIUS)!
included a total of 452 patients and had restenosis rates of
5.9% and 2.3%, respectively, in the DES arm. Results of
these clinical trials are summarised in Table 1. The TVR
rates were consistently reduced to single digit and the
effectiveness of sirolimus DES in preventing ISR was
proven beyond doubt.

Unlike sirolimus DES, a variety of techniques of coating,
dosages and stent designs were available for paclitaxel
DES. Results of some of the published and presented
randomised controlled trials utilising paclitaxel DES are
listed in Table 2.72%* In TAXUS Il and 1V trials,”?? which
used polymer-based paclitaxel stents, the ISR was only 7%
and 7.9%, respectively, in patients receiving DES. The
benefit of paclitaxel DES extended across all subgroups,
including patients with small vessels and diabetes mellitus,
who had greatest relative reduction in ISR. All other non-
polymer-based paclitaxel study stents, however, had not
shown acceptable safety and efficacy levels to be accepted
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Table 1. Summary of Randomised Controlled Trial Comparing Sirolimus DES and Bare Metal Stent

RAVEL SIRIUS E-SIRIUS C-SIRIUS
Sirolimus Control Sirolimus Control Sirolimus Control Sirolimus  Control
(n=120) (n=118) (n=553) (n=525) (n=175) (n=177) (n=50) (n=50)
Baseline data
Age,y 61.8 59.7 62.1 62.4 62.0 62.6 60.3 60.7
Male, % 70 81 73 70 70 71 70 68
Diabetes mellitus, % 16 21 25 28 19 27 24 24
Hypertension, % 62 61 68 68 63 64 56 48
Hyperlipidaemia, % 38 43 73 75 77 71 84 86
Unstable angina, % 48 52 53 54 30 36 48 54
Prior MI, % 38 34 28 33 41 43 48 42
Lesion length (mean), mm 9.56 9.61 14.4 14.4 14.9 15.1 14.5 12.6
RVD (mean), mm 2.60 2.64 2.79 2.81 2.6 2.51 2.65 2.62
Outcomes*
Late loss' (mean), mm -0.01 0.80 0.24 0.81 0.19 0.80 0.12 0.79
Binary restenosis, % 0 26 8.9 36.3 5.9 42.3 2.3 52.3
Subacute stent thrombosis, % 0 0 0.4 0.8 1.1 0 2.0 2.0
Death, % 1.67 1.69 0.9 0.6 1.1 0.6 0 0
Myocardial infarction, % 0.8 1.69 2.8 3.2 4.6 2.3 2.0 4.0
TLR, % 0 23.7 4.1 16.6 4.0 20.9 4.0 18.0
Overall MACE, % 5.8 28.8 8.6 21.0 8.0 22.6 2.0 19.0

MACE: major adverse cardiac events; MI: myocardial infarction; RVD: reference vessel diameter; TLR: target lesion revascularisation
* Angiography follow-ups were performed at 6 months (RAVEL, SIRIUS) and 9 months (E- and C-SIRIUS), and clinical follow-up at 9 months

for all except for RAVEL (1 year).
t All in-segment except for RAVEL which was in-stent.

for clinical use.?%2* Another paclitaxel DES trial,?® which
used multiple polyacrylate sleeves as platform for a
paclitaxel drugtoelute, was terminated prematurely because
of excess subacute and delayed stent thrombosis in the
treatmentarm. Stentthrombosis and lack of clinical benefits
were the major concerns for non-polymer-based paclitaxel.

Stents coated with rapamycin analogues, ABT-578 and
everolimus, have completed phase Il study in the
ENDEAVOR | (Randomised controlled trial to evaluate
the safety and efficacy of the Medtronic AVE ABT-578
eluting Driver™ coronary stent in de novo native coronary
artery lesions) and FUTURE (First use to underscore
reduction inrestenosis witheverolimus) I trial, respectively,
and the results were not dissimilar to the early paclitaxel
and sirolimus results, with extremely low in-stent luminal
loss and MACE rates.?8?” Recruitment for phase 111 studies
involving some of these DES have been completed and
while the results are eagerly awaited, it is expected that
these DES will be as impressive as their predecessors. On
the other hand, anti-proliferative agent like actinomycin,
although shown to be effective in animal models,? failed to
show clinical efficacy in humans, and the ACTION
(Actinomycin eluting stents improve outcomes by reducing
neointimal hyperplasia) trial was prematurely terminated
because of high rates of repeat revascularisation in the
treated arm.®

Several important lessons have been learned from these

trials, albeit some failed ones. Firstly, a safe and effective
DES inreducing restenosis depends on all 3 components of
a DES: the drug, the release mechanism or polymer, and the
stent. An ideal anti-restenotic agent coated on the stent
should possess potent anti-proliferative effects in humans
but should also allow healing processes to occur. It should
have a wide therapeutic window to avoid local toxicity to
the vessel wall, which can incite thrombosis and
inflammation at the site of DES implantation. The eluting
kinetics of the drugs, and thus the designs of the carrier
polymer, on the DES are crucial as evident in the paclitaxel
trials, where the same agent incorporated differently on the
stent yields contrasting clinical results. It seems that for
paclitaxel, only the proprietary polymer-based release
mechanism is effective and safe. The stent design for DES
is theoretically important as the surface area of the stent
struts dictates the amount of drug in contact with, and
therefore delivers to, the vessel wall. There is currently no
study comparing stent with different designs but coated
with similar agentand polymer. Stent designs dedicated for
drug delivery is being developed but we predict that the
difference made by these changes will be small, as attempts
to increase the surface area of the stents will compromise
its deliverability to more complex lesions.

Secondly, although the implantation of DES does not
differ from BMS, several important techniques to minimise
operator-related failure of stents are advocated. The
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Table 2. Summary of Randomised Controlled Trials Comparing Paclitaxel DES with Bare Metal Stent
ASPECT ELUTES* DELIVERI TAXUSII TAXUS IV
Control  High Low Control High Low Control  Achieve® Control SR MR Express® TAXUS®
(n=60) (n=58) (n=59) (n=39) (=37) (n=37) (n=519) (n=522) (n=270) (n=131) (n=135) (n=652) (n=662)
Dose, pg/mm? 0 3.1 1.3 0 2.7 0.2 0 3 0 1 1 0 1
Baseline data
Age,y 58 60 58 61 56 64 62.7 61.8 59.9 61.5 59.3 62.1 62.8
Male, % 76 72 80 82 81 73 70.7 70.5 78 70 76 72.4 71.8
Diabetes mellitus, % 17 18 24 10 21 22 26.8 30.7 15 11 17 33.3 31.1
Hypertension, % 47 42 31 54 49 51 65.1 65.9 62 63 60 69.0 70.5
Hyperlipidaemia, % 19 13 7 44 59 49 60.1 59.0 NA NA NA 65.6 65.0
Prior MI, % 29 23 22 41 30 32 27.2 25.7 425 36 39 29.9 30.5
Target vessel LAD, % 51 53 50 38 41 38 46.4 42.2 48 40 42 41.1 40.0
Lesion length, mm 10.5 109 11.2 10.8 111 113 11.1 11.7 10.6 10.6 10.2 13.4 13.4
RVD, mm 2.88 294 2093 2.99 295 3.03 2.77 2.85 2.75 2.8 2.7 2.75 2.75
Outcomes
Late loss, mm 1.04 029 057 0.73 0.11 071 0.56 0.43 0.78 0.31 0.3 0.61 0.23
Binary restenosis, % 27 4 12 20.6 3.2 20.6 22.4 16.7 21.9 55 8.6 26.6 7.9
Stent thrombosis, % 0 5.1 1.7 2.5 2.7 0 0.4 0.4 0 1.5 0.7 0.8 0.6
Death, % 0 0 1.7 0 2.7 0 0.8 0.2 0.8 0 0 1.1 1.4
MI, % 1.7 33 1.7 0 2.7 0 1.0 1.4 5.3 2.4 2.3 3.7 35
TLRor TVR, % 34 8.5 5.2 15.8 5.4 5.4 7.6 6.0 17.5 10.1 6.9 12.0 4.7
Overall MACE, % 5 10 7 18 14 5 9.4 7.5 21.7 10.9 9.9 15.0 8.5

MACE: major adverse cardiac events; MI: myocardial infarction; MR: moderate release; RVD: reference vessel diameter; SR: slow release;

TLR: target lesion revascularisation; TVR: target vessel revascularisation
* Only the highest and lowest doses were included in the table.

disturbing observation of increase restenosis at the stent
edges (in-segment 8.9% versus in-stent 3.2%) inthe SIRIUS
trial® was reminiscent of the candy wrapper effect of
radioactive stents, where restenosis occurring at both edges
of stents. However, this edge effect, which was thought to
be due to unmasking of tissue growth in injured area or
lesion not covered by the DES, was not seen in the E- and
C-SIRIUS trials,**2° which advocated the usage of longer
stents to cover the entire lesion or injured segment, direct
stenting and avoiding gaps between stents. Indeed, a great
stentstill needs agood interventionist for optimal outcomes.

Real World Experience of DES

Clinical trials are conducted under controlled conditions
with strictinclusion and exclusion criteria, and their results
may not be translated into real world clinical practice
where indications of use of these DES are more liberal and
usually include more complex lesions not normally included
in clinical trials. Commercially available stents were first
approved outside US after the RAVEL and TAXUS Il
trials and since then, large amount of real world clinical
experience of DES were gathered from Europe and Asia
Pacific cardiac centres.

The RESEARCH (Rapamycin-eluting stent evaluated at
Rotterdam Cardiology Hospital) registry is a single-centre
registry of unrestricted use of sirolimus DES in all patients
with de novo lesion within a 6-month period to evaluate the
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safety and efficacy in daily practice.®*® WISDOM registry
(Web-based TAXUS inter-continental observational data
transitional registry program), however, is a multicentre
registry of patients who received approved paclitaxel DES
stent in real world setting with no strict clinical and
angiographic inclusion criteria®* In the National Heart
Centre (NHC) DES Registry, 514 patients received
CYPHER™ and/or TAXUS™ stents within a 12-month
period from May 2002 after DES were approved for
clinical use in Singapore. Results of the RESEARCH and
WISDOM registries are summarised in Table 3 in
comparison with NHC’s experience of DES.

The results of the RESEARCH and WISDOM registries
were impressive considering the complexity of the lesions,
with TVR and MACE rates between 3% to 5% and 4% to
10%, respectively. In our local experience with DES, the
results are similar to the rest of the world with a TVR and
MACE rate of 4% and 7%, respectively. Patients included
inthese real world registries were of high risk of restenosis,
with 25% and 43% type C lesions in the WISDOM and
RESEARCH registries, respectively. In the NHC DES
registry, 20% of lesions treated were considered complex
lesions, including bifurcation, ostial disease, ISR and chronic
total occlusion lesions.

Even more radical applications of DES were seen in the

Milan Complex Lesion Registry, where unprotected left
main, bifurcation and multi-vessel stenting were also
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Table 3. Summary of Published ‘Real World’ Experience of DES
Compared to our Centre’s DES Registry

WISDOM RESEARCH NHC DES

(n=778) (n = 508) Registry
(n=514)
Demographic data
Age,y 58.6 61.0 58.9
Male, % 84 68 79
Diabetes mellitus, % 33 18 34
Hypertension, % 59 41 67
Unstable angina, % 34 37 NA
Acute myocardial infarction, % 18 18 NA
Acute coronary syndromes, % NA NA 30
Prior myocardial infarction, % 28 30 26
Angiographic data
LAD target vessel, % 57 59 62
AHAJ/ACC Type C lesion, % 25 43 NA
Lesion length (mean), mm 15.6 NA NA
Stent length (mean), mm 22.1 38.7 20.2
RVD (mean), mm 2.9 NA 2.79
Total number of stent 983 1067 664
Number of stents/patient 1.2 2.1 1.3
Clinical outcomes
Clinical follow-up, month 6% 12 10"
Subacute stent thrombosis, % 0.4 0.4 0.8
Death, % 0.9 3.4 0.4
Myocardial infarction, % 0.4 NA 1.9*
TVR, % 3.0 5.1 4.2
Overall MACE, % 4.3 9.7 7.2

AHA/ACC: American Heart Association/American College of
Cardiology; LAD: left anterior descending artery; NA: not available;
NHC: National Heart Centre; RVD: reference vessel diameter;
TVR: target vessel revascularisation

* Only n = 253 had completed 6-month follow-up in WISDOM.

T Mean follow-up period for NHC DES registry.
T All peri-procedural enzymes elevation.

included. In this registry, the MACE and TVR rate was
20.4% and 14.2%, respectively, in patients treated with
sirolimus DES (n=323and lesion=739). TLR rate of 19%,
15% and 14% was observed in patients treated for
unprotected left main (n = 31), bifurcation lesion (n = 62)
and multi-vessel stenting (n = 112), respectively.*

These real world results of DES are comparable to
randomised trials and considerably better than previous
experience withBMS, especially incomplex lesions. These
results will further encourage some to use DES in lesions
that are not included in the randomised studies. In some
private institutionsin Singapore, where there are no financial
constraints, the penetration of DES has reached closed to
100% (personal communication). Whether the use of DES
in all patients is economically and clinically justified will
depend on the individual healthcare systems in different
institutionsand countries, and further evidence fromclinical
trials to show the benefits of DES in more complex lesions.

Potential Problems of DES

Although DES as a whole is efficacious and safe both in
clinical trials and real world practice, there are still a few
reservations for its widespread use in clinical practice. The
major concerns are the safety of DES and economic burden
imposed by DES on healthcare systems.

Late Thrombosis

The anti-proliferative effects of the agent delay
endothelisation of the stent and thus predispose patients
treated with conventional 2 to 4 weeks of antiplatelets
therapy to stent thrombosis.®* The mandatory use of dual
antiplatelet therapy for at least 3 months did not result in
any increase in stent thrombosis in subsequent ftrials.
However, the time required for the endothelial cells to fully
cover the DES in certain individuals is unknown and may
be as variable as those who develop ISR. By October 2003,
the Food and Drug Administration (FDA) received more
than 290 reported cases of SAT since CYPHER™ stent
was launched in the US and 60 of these were associated
with patient death.** Although there is no real increase in
overall rate of SAT with sirolimus DES, the warning issued
by the FDA may generate concern that we may be creating
a rare but more ‘malignant’ disease (SAT) by eliminating
a relatively more common but ‘benign’ one (ISR). There
were also sporadic reports of late stent thrombosis even
after 18 months post-DES implantation.® Should we extend
the duration of antiplatelet therapy for patients receiving
DES? Can patients, or even physicians, accept the risk of
this unpredictable but catastrophic event long after the
index procedure?

Incomplete Stent Apposition

Thisisdefined as 1 or more stent struts not in contact with
the vessel wall on intravascular ultrasound (IVUS) at any
point of time after stent implantation. It was present in 10
(21%) patients receiving the sirolimus stent in the RAVEL
trialwho underwent IVUS investigation, significantly higher
than 2 (4%) in the BMS arm at 6-month follow-up.% This
may be due to either initial incomplete deployment of stent
during implantation or positive remodelling (enlargement
of vessel lumen) of the vessel wall due to DES. But other
mechanisms like plaque regression, cell necrosis, apoptosis
andallergicreactionto sirolimus have also been postulated.
However, except for one case that develops coronary
aneurysm, the severity ofincomplete stentapposition (ISA)
on IVUS did not change over time and, more importantly,
ISA was not related to any adverse clinical outcomes at 1
year. However, in-view of its high occurrence, long-term
follow-up is required to determine the effects of these
abnormal findings.

Lacking Long-term Result
The remarkable efficacy of sirolimus DES in reducing
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MACE in the FIM study, RAVEL and SIRIUS trials, still
remain at 3-year, 2-year and l-year follow-up,
respectively.®-% However, we should be cautious and not
try to extrapolate these results to the longer term. The
recently reported 5-year follow-up of the WRIST
(Washington radiation for in-stent restenosis trial) study,
which used the anti-proliferative effect of intracoronary
gamma radiation for the treatment of ISR, has shown that
the final result of the study at 5 years still showed significant
benefits in the radiation arm (46.2% vs 69.2% in MACE
rate; P = 0.008), but the magnitude of the benefit was
significantly weakened by TVR rate of 21.6% in the
radiation arm (vs 6.1% in placebo arm) between 6 and 60
months.* The authors concluded that radiation may delay
the restenosis process in part and its long-term benefit was
reduced by late catch-up phenomenon and late thrombosis.
Are we just delaying the inevitable?

Economic Burden

The benefit of these new devices comes, literally, with a
price. In a cost-effective analysis of SIRIUS trial based on
the US healthcare system,* it was found that the difference
between the medical cost of the 2 groups were only about
USD$300 over a 1-year period, despite a USD$3000
difference after the initial hospitalisation, and the cost for
each TVR avoided was USD$1650. Although this is
considered cost effective in US standard in the population
as a whole, it has no meaning to individual institutions
which provide and generate revenue from revascularisation
procedures.

With 2 available DES in the market, the incremental cost
of each DES in Singapore is now around SGD$2500 to
$3000. Taking into account the average stent usage of 1.3
stents per patient in NHC’s DES Registry and an annual
PCI number of approximately 2000 cases in NHC, the
annual incremental cost of implanting DES in all patients
in our centre will be close to SGD$7 million. In healthcare
systems that are based on diagnosis related grouping (DRG),
pre-specified reimbursement from third-party payer is paid
to hospitals for specific treatment provided to a patient. The
incremental cost of DES will not be recovered without
adequate readjustment of reimbursement and, in addition,
hospitals will face further loss in revenue due to reduction
in the need for repeat TVR because of the efficacy of DES,
including CABG, which is a highly profitable procedure
for many hospitals. In a study performed in the US,* using
a computer model from a perspective of a large tertiary
hospital, the projected annual loss was USD$5.4 million,
even after taking into account the proposed adjustment of
reimbursement, during the first5 years after the introduction
of DES and the largest driver of cash flow shift is the
conversion of CABG to DES.

The deliberation of who should receive this costly device
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is putting cardiologists in a dilemma in institutions
worldwide. Are we morally and legally justified to withhold
a proven and effective treatment from a patient in order to
save cost? Where do we draw the line between altruism and
self-preservation? For now, however, we can ease our
conscience, as widespread adoption of DES is not justified
yet because the long-term benefit of DES is still uncertain.
Furthermore, in certain subgroups of patients (e.g. vessel
size >3 mm and lesion length <15 mm), the benefit may be
just marginal and therefore may not be cost-effective.® Itis
hoped that competitions in the DES market will eventually
lower the cost so that every party, including the hospital and
the reimbursement body, can afford DES.

The End of Restenosis?

Doesthe introduction of DES mean the end of restenosis?
The answer is definitely no. To begin with, the lesions
included in SIRIUS and TAXUS 1V represented only a
small proportion of daily practice. Even in these relatively
simple lesions, there wasstill an overall 8% to 9% restenosis
rate in the DES arm. Although subgroup analysis of
published trials showed greatest benefit in patients with
diabetes mellitus, smaller vessels and longer lesions,
restenosis rates of these subgroups in clinical practice
treated with DES are also expected to be higher.

In a recent publication, bifurcation stenting with DES,
performed in well-known centres, was associated with ISR
rates of 26%.* This, and the experience in the Milan
registry,® reminds us that for complex lesions, even in
experienced hands, the current generation of DES has not
completely solved the problem of ISR. DES has, however,
reduced the restenosis rate of these complex lesions to the
level of that of simpler lesions treated with BMS. ISR of
DES, if it occurred, is usually of focal type rather than
diffuse or proliferative type, which is more recalcitrant to
repeat treatments.*

For now, the high cost of DES will also contribute to the
continued existence of ISR as it is difficult to envisage the
use of DES in all patients, and therefore BMS will still be
used in the majority of patients.

Conclusions

DES represents one of the most innovative advancements
in interventional cardiology. The combined mechanical
and pharmacological anti-restenotic properties of DES
target all 3 components of ISR, and have successfully
dampened the amplitude of ISR inall subgroups of patients,
particularly in high-risk groups, in both clinical trials and
real world clinical practice. ISR, although drastically
reduced, has not been eliminated completely, especially in
more complex lesions. Although the incidence is low with
adequate duration of antiplatelet regime, late stent
thrombosis of DES is still a major concern. The durability
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he beneficial effects of DES in recent DES trials awaits
results of long-term follow-up. Currently, in view of its

high cost, the use of DES inmostinstitutions with inadequate
reimbursement has been rationed to subgroups with high
risk of ISR. These practices have been extrapolated from

the
tria
reg
the

results of subgroup analysis of randomised clinical
Is, despite many being off-label use. On-going trials and
istries may widen the indications for DES and confirm
rationale for this practice. Until there is a dramatic drop

in cost price of these DES, only selected patients will
benefit from this latest advancement in cardiology for now.
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