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Abstract
Diabetes mellitus (DM) and coronary artery disease (CAD) are the leading causes of death in the world. 
Over the last two decades, clinical trials have indicated that DM patients with CAD have poorer cardiac 
outcomes than non-diabetic patients with CAD. The pivotal findings of the FREEDOM trial greatly 
impacted the way clinicians approached revascularisation in diabetic patients with multivessel disease 
(MVD). However, since the publication of the FREEDOM trial, much has changed both in percutaneous 
coronary intervention (PCI) technology, as well as in the management of diabetes. This review provides 
insights into advancements in stent technology, enhanced patient management strategies, improved clinical 
outcomes with newer hypoglycaemic agents, current approaches to antiplatelet therapy, and advances 
in lipid management in diabetic patients. The influence of patient-specific factors such as comorbidities 
and anatomical complexities on treatment decisions in diabetic patients with MVD is also discussed. The 
ongoing TUXEDO-2 India trial was designed to primarily compare the clinical outcomes of PCI with the 
new-generation ultrathin-strut Supraflex Cruz stent, compared to the second-generation XIENCE stent in 
the setting of contemporary optimal medical therapy in Indian diabetic patients with MVD. The secondary 
objective of this study is to compare clinical outcomes in the combined group from both study arms against 
a performance goal derived from the coronary artery bypass grafting (CABG) arm of the FREEDOM trial 
(historical cohort). The tertiary objective is to compare the efficacy and safety of ticagrelor versus prasugrel 
in diabetic patients with MVD. In view of recent advances in PCI and medical therapy since the FREEDOM 
trial, now is an appropriate time to revisit the results of CABG versus PCI in diabetic patients with MVD.
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Abbreviations
CABG	 coronary artery bypass grafting
CAD	 coronary artery disease
DES	 drug-eluting stent
MI	 myocardial infarction
MVD	 multivessel disease
PCI	 percutaneous coronary intervention

Introduction
Over the past few decades, clinical trials have indicated that 
patients with diabetes and coronary artery disease (CAD) have 
suboptimal outcomes after revascularisation when compared 
with patients without diabetes1. Patients with diabetes typically 
exhibit disruptions in metabolic processes that can potentially 
contribute to increased platelet reactivity, leading to early 
development of atherosclerosis, cardiomyocyte dysfunction, and 
renal failure through various mechanisms2,3. Further, vascular 
endothelial dysfunction and enhanced smooth muscle proliferation 
accelerate the response to injury and trigger higher event rates 
following percutaneous coronary intervention (PCI)4. Multivessel 
involvement and diffuse disease associated with diabetes make the 
scenario even tougher, resulting in worse clinical outcomes5. The 
optimal treatment strategy for patients with diabetes and multivessel 
disease (MVD) has long been a concerning issue to physicians. 

The Future Revascularization Evaluation in Patients with 
Diabetes Mellitus: Optimal Management of Multivessel Disease 
(FREEDOM) trial was a  landmark trial conducted between 2005 
and 2010 to compare coronary artery bypass grafting (CABG) with 
PCI. The study population included 1,900 patients with diabetes and 
angiographically confirmed multivessel CAD, with stenosis of more 
than 70% in two or more major epicardial vessels involving at least 
two separate coronary artery territories. Of the enrolled patients, 
82% and 85% had triple vessel disease in the PCI group and in the 
CABG group, respectively, and 91% of patients had left anterior 
descending artery (LAD) involvement. The trial excluded patients 
with significant left main stenosis. It aimed to determine the optimal 
revascularisation strategy for this specific patient population on 
aggressive medical therapy. First-generation sirolimus-eluting and 
paclitaxel-eluting stents were used in 51% and 43%, respectively, 
of patients who actually underwent PCI. The use of abciximab 
was recommended for patients undergoing PCI. The use of dual 
antiplatelet therapy (DAPT) with aspirin and clopidogrel was 
recommended for at least 12  months after stent implantation. The 
primary outcome was a  composite of death from any cause, non-
fatal myocardial infarction (MI), and non-fatal stroke6.

The results of the FREEDOM trial, with a median follow-up of 
3.8 years6, were published in 2012 and demonstrated that, at 30 days, 
the primary outcome occurred in fewer patients in the PCI group 
than in the CABG group (2.7% vs 4.4%). The rate of cardiovascular 
death (63.7% of all deaths) did not differ significantly between 
the two study groups (p=0.12 by the log-rank test), nor did the 
rate of major adverse cardiovascular and cerebrovascular events 
(MACCE) at 30 days (p=0.68 by the log-rank test). However, at 

1  year after the procedure, there was a  significant difference in 
the rate of MACCE, with 16.8% in the PCI group versus 11.8% 
in the CABG group (p=0.004), a  difference attributed largely to 
the occurrence of repeat revascularisation events up to 1  year in 
the PCI group. Furthermore, the 5-year event rate was 26.6% in 
the PCI group, compared with 18.7% in the CABG group. In the 
FREEDOM follow-on study, the all-cause death rate up to 8 years 
continued to be significantly higher (24.3% vs 18.3%) with PCI 
(hazard ratio [HR] 1.36, 95% confidence interval [CI]: 1.07-
1.74)7. There were fewer strokes in the PCI group than in the 
CABG group (22 vs 37; p=0.03) during the follow-up of more 
than 5 years. The excess of strokes in the CABG group occurred 
in the first 30 days after randomisation (0.3% vs 1.8%; p=0.002). 
Specifically, CABG reduced the risk of MACCE, such as MI and 
death, when compared to PCI. This study suggested that CABG 
should be the preferred revascularisation strategy for patients with 
diabetes and MVD. Similar results have been reported for patients 
with type 1 diabetes specifically8. 

Since the publication of the FREEDOM trial, there has been 
much discussion and research around the question of the optimal 
management of CAD in diabetic patients. In a meta-analysis that 
included a total of 27 studies (2006-2021), Jaiswal et al compared 
the long-term cardiovascular outcomes of PCI versus CABG 
among patients with diabetes and MVD. Compared with the 
CABG group, the PCI group had higher odds of overall all-cause 
mortality (odds ratio [OR] 1.18, 95% CI: 1.02-1.37; p=0.03), 
MACCE (OR 1.52, 95% CI: 1.31-1.75; p=0.00), MI (OR 1.85, 
95% CI: 1.46-2.36; p=0.00), repeat revascularisation (OR 3.08, 
95% CI: 2.34-4.05; p=0.00) and cardiac death (OR 1.27, 95% CI: 
1.02-1.59; p=0.04), while the odds of cerebrovascular accident 
(CVA; OR 0.57, 95% CI: 0.37-0.86; p=0.01) was higher in the 
CABG group. The meta-analysis concluded that patients with 
diabetes and multivessel CAD had better cardiac outcomes after 
CABG as compared to PCI. However, the incidence of CVA was 
significantly higher after CABG9. In another analysis, by Head et 
al, CABG had a mortality benefit over PCI in patients with MVD, 
particularly those with diabetes and higher coronary complexity. 
However, no benefit for CABG over PCI was seen in patients with 
left main disease10. In a patient-level pooled analysis that included 
around 5,034 patients from 3 federally funded trials, at a median 
of 4.5 years of follow-up, CABG+optimal medical therapy (OMT) 
was superior to PCI+OMT for the primary endpoint (HR 0.71, 
95% CI: 0.59-0.85; p=0.0002), death (HR 0.76, 95% CI: 0.60-0.96; 
p=0.024), and MI (HR 0.50, 95% CI: 0.38-0.67; p=0.0001), but 
not stroke (HR 1.54, 95% CI: 0.96-2.48; p=0.074)11. Nevertheless, 
a  major limitation of the available comparative literature is that 
only a  limited number of studies used new-generation drug-
eluting stents (DES); hence, the outcomes of PCI with these 
newer DES were not compared with CABG in diabetic patients. 
Moreover, medical therapy has significantly advanced since 
the time of FREEDOM, with more potent antiplatelet therapy 
(prasugrel, ticagrelor), better antidiabetic therapy (sodium-
glucose cotransporter-2 [SGLT2], glucagon-like peptide-1 
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[GLP-1] antagonists vs insulin and thiazolidinedione) and more 
potent lipid-lowering therapy (proprotein convertase subtilisin/
kexin type 9 [PCSK9] inhibitors). Another limitation is that 
there was no comparison between both types of revascularisation 
modality and medical treatment among these various studies. 
Further, more than 95% of patients enrolled in most trials like the 
FREEDOM trial had preserved left ventricular ejection fraction. 
Outcomes of revascularisation strategies may differ in patients 
with diabetes, left main disease and low systolic left ventricular 
function. Additionally, it must be noted that survival, MI and repeat 
revascularisation are not the sole critical outcomes of interest to 
physicians and patients; alleviating ischaemic symptoms, thus 
improving quality of life, also stands out as an important objective. 
Though the findings of the FREEDOM trial greatly impacted the 
way clinicians approached revascularisation in diabetic patients 
with MVD, much has changed both in PCI technology and in the 
management of diabetes since the publication of the FREEDOM 
trial (Figure 1). The aim of this review is to re-evaluate the results 
and applicability of the FREEDOM trial in patients with diabetes 
and MVD, as per current advancements in technology.

Improved percutaneous coronary intervention 
technologies and results
New PCI technologies that could have an impact on patients 
with diabetes involve more compatible stent platforms, improved 
biocompatibility of polymer coatings on stents, low and ultra-
low thickness of stent struts, re-engineered bioresorbable vascular 
scaffolds, and better and safer drugs coated over the stents. Earlier 
generations of stents used paclitaxel as the antiproliferative drug; 
with the evolution of technology, the use of everolimus and sirolimus 

have shown improved outcomes. TUXEDO-India has already shown 
the superiority of everolimus over paclitaxel, the drug used in one 
of the stents in the FREEDOM trial12. Newer devices for debulking, 
including intravascular lithotripsy13, and the use of intravascular 
imaging in patients with diabetes14,15 have also widened the use of 
PCI to lesions which were previously reserved for CABG.

Advances in this area could reduce inflammation and 
thrombogenicity, and allow improved vessel healing and rapid 
endothelial coverage, with the added advantage of preventing 
restenosis, as well as mitigating some of the adverse vascular 
effects of diabetes16,17. In this context, the ongoing TUXEDO-2 
India trial has been designed to primarily compare the clinical 
outcomes of PCI with the new-generation ultrathin-strut Supraflex 
Cruz (Sahajanand Medical Technologies Ltd.), compared to 
the widely used second-generation stent, XIENCE (Abbott), in 
the setting of contemporary optimal medical and antiplatelet 
(prasugrel/ticagrelor) therapy in Indian patients with diabetes 
and MVD (85% triple vessel disease). The secondary objective 
of the TUXEDO-2 India study is to assess clinical outcomes by 
comparing a  combined group from both study arms (Supraflex 
Cruz+XIENCE; PCI arm) versus CABG, based on a performance 
goal derived from the CABG arm of the FREEDOM trial 
(historical cohort). As a tertiary objective, a further randomisation 
will evaluate the comparative efficacy and safety of ticagrelor 
versus prasugrel among patients with diabetes and MVD. Figure 2 
demonstrates the study design of TUXEDO-2 India study. The 
details of the study design are published elsewhere18. Enrolment 
for the trial started in February 2020 at 70 clinical sites in India. 
A total of 1,561 patients have been enrolled as of 26 March 2024; 
the results of the trial are anticipated in late 2025. This ongoing 
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Figure 1. Improvements following the FREEDOM trial. CABG: coronary artery bypass grafting; DES: drug-eluting stent; FFR: fractional 
flow reserve; GLP-1: glucagon-like peptide-1; HF: heart failure; iFR: instantaneous wave-free ratio; IVUS: intravascular ultrasound; 
LDL-C: low-density lipoprotein cholesterol; OCT: optical coherence tomography; PCI: percutaneous coronary intervention; 
PCSK9: proprotein convertase subtilisin/kexin type 9; QFR: quantitative flow ratio; SGLT2: sodium-glucose cotransporter-2; TLR: target 
lesion revascularisation
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trial, featuring new-generation DES and contemporary medical 
treatment, will help to investigate whether the outcomes observed 
in the FREEDOM trial would have been altered in the present era. 

Further, the use of intravascular imaging and physiology-guided 
PCI can improve outcomes after PCI in the current scenario, when 
compared to the outcomes of PCI with the earlier-generation 
stents used in the FREEDOM trial19. Conducting a  systematic 
physiological evaluation of coronary lesions in patients with 
diabetes, which includes assessing their “functional SYNTAX 
score” instead of relying solely on anatomical criteria, enables 
the reclassification of diabetic patients with MVD into a  lower 
SYNTAX category (≤32). This reclassification paves the way for 
the application of optimised PCI strategies in these individuals. 
Non-invasive functional assessment of coronary lesions can be 
helpful to guide coronary interventions and identify patients with 
diabetes who would derive similar benefits with PCI compared to 
CABG20. In line with this perspective, the FIRE trial, published in 
2023, focused on older patients (≥75 years) with MI and multivessel 
disease undergoing PCI with the newer-generation DES, Supraflex 
Cruz. It assigned patients to receive either physiology-guided 

complete revascularisation of non-culprit lesions using various 
assessment methods or no further revascularisation beyond 
the culprit lesion. The trial reported that those who underwent 
physiology-guided complete revascularisation had a  reduced 
risk of a  composite of death, MI, stroke, or ischaemia-driven 
revascularisation at 1  year compared to those who received 
culprit-lesion revascularisation only21. Further, in a  systematic 
review, Faro et al emphasised optimal timing and the use of 
various guidance strategies (complexity, intracoronary imaging, 
non-invasive imaging, physiology, renal function, inflammation, 
haemodynamic support) for complete revascularisation in 
patients with MVD and suggested personalised approaches with 
a comprehensive evaluation by a Heart Team22.

The literature6,23 as well as the latest 2023 American Heart 
Association (AHA)/American College of Cardiology (ACC) 
guidelines on chronic coronary disease (CCD) recommend that PCI 
may be considered as an alternative to CABG to reduce the incidence 
of major adverse cardiovascular events in patients with CCD and 
diabetes who have left main stenosis and low- or intermediate-
complexity CAD (e.g., SYNTAX score ≤33)24. Further, the 2023 

Diabetic population with multivessel disease
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Figure 2. Line diagram of TUXEDO-2 India study protocol. BARC: Bleeding Academic Research Consortium; CABG: coronary artery 
bypass grafting; DVD: double vessel disease; ID-TLR: ischaemia-driven target lesion revascularisation; MACE: major adverse 
cardiovascular events; MI: myocardial infarction; PCI: percutaneous coronary intervention; TLF: target lesion failure; TVD: triple vessel 
disease; TVMI: target vessel myocardial infarction
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European Society of Cardiology (ESC) guidelines for patients with 
diabetes state that complete revascularisation is recommended in 
patients with ST-segment elevation myocardial infarction (STEMI) 
and non-ST-elevation acute coronary syndrome without cardiogenic 
shock and with multivessel CAD25. Moreover, the 2021 ACC/AHA/
Society for Cardiovascular Angiography & Interventions (SCAI) 
guideline for coronary artery revascularisation suggested that in 
patients with diabetes and multivessel CAD with the involvement 
of the LAD, who are appropriate surgical candidates, CABG (with 
a  left internal mammary artery to the LAD) is recommended in 
preference to PCI to reduce mortality and repeat revascularisations. 
On the other hand, the guidelines recommended that in patients 
with diabetes who have multivessel CAD amenable to PCI and 
an indication for revascularisation and who are poor candidates 
for surgery, PCI can be useful to reduce long-term ischaemic 
outcomes26. In a study based upon propensity-based matching from 
the New York State registry evaluating the results of PCI or CABG 
in diabetic patients with MVD, Bangalore et al27 showed that PCI 
using everolimus-eluting stents was associated with lower rates 
of death and stroke in the short term and with similar mortality 
and lower stroke rates but higher MI rates in the longer term when 
compared with CABG. However, the MI rates were higher only 
in patients with incomplete revascularisation after PCI. These 
observations bring the results of PCI using current-generation DES 
closer to those of CABG in a  similar patient population to that 
studied in the FREEDOM study.

Refinements in dual antiplatelet therapy
The main aim of utilising DAPT differs in patients undergoing PCI 
and in those undergoing CABG. In CABG patients, the primary goal 
is the prevention of atherothrombotic events, whereas in PCI patients, 
the focus is on reducing the risk of stent thrombosis. Regarding 
the use of DAPT in patients with diabetes, several studies have 
independently investigated its duration and associated outcomes in 
both CABG and PCI patients. A post hoc, non-randomised analysis 
based on data from the FREEDOM trial, which focused on patients 
who had undergone CABG, was conducted by van Diepen et 
al. Their findings revealed that a  greater number of patients with 
diabetes were prescribed DAPT as compared to aspirin monotherapy. 
Furthermore, when comparing the DAPT group to those receiving 
aspirin monotherapy, there were no associated differences in 
terms of cardiovascular or bleeding outcomes28. In another study, 
conducted by Yamamoto et al, the safety and efficacy of clopidogrel 
monotherapy were evaluated after very short DAPT in patients with 
diabetes undergoing PCI. The study concluded that, compared to 
a  12-month DAPT regimen, clopidogrel monotherapy following 
only 1  month of DAPT reduced the occurrence of major bleeding 
events without an increase in cardiovascular events29. Ticagrelor and 
prasugrel have been shown to be more effective antiplatelet drugs 
in patients with ACS30,31. In a  recent study comparing ticagrelor 
versus prasugrel in patients with ACS, prasugrel was found to 
be superior regarding the composite of death, MI and stroke at 
1  year32. Such a  comparison has not been made in an exclusively 

high-risk, diabetic population; this is one of the objectives of the 
TUXEDO-2 India study. Results of other ongoing trials such as 
OPTIMUS-7 (ClinicalTrials.gov: NCT04484259) and TIGER-
diabetes (ClinicalTrials.gov: NCT04307511) are also awaited. Thus, 
the optimal DAPT regimen in a complex diabetic patient population 
with multivessel disease undergoing PCI remains to be determined.

Irrespective of the chosen revascularisation approach, patients 
with diabetes continue to face a  heightened risk of recurrent 
cardiovascular events. It is imperative to widely implement 
multidisciplinary disease management programmes designed 
to enhance treatment outcomes in patients with diabetes. These 
programmes should encompass various therapeutic objectives, 
such as the utilisation of potent antiplatelet medications, stricter 
glycaemic control with novel antidiabetic drugs, and intensive 
lipid-lowering strategies.

Improved outcomes with newer glycaemia-
controlling drugs and adjuncts
In the context of pharmacological therapies, there is a  strong 
suggestion for broadening the utilisation of SGLT2 inhibitors 
in patients with diabetes who have confirmed atherosclerotic 
disease20. This recommendation is rooted in clinical trial data 
demonstrating a  reduced risk of cardiovascular events associated 
with SGLT2 inhibitors33. Likewise, studies have suggested that 
alpha-glucosidase inhibitors, which inhibit carbohydrate absorption 
from the small intestine, could decrease the risk of cardiovascular 
disease in patients with diabetes34. Moreover, GLP-1 agonists 
represent a promising advancement in diabetes pharmacotherapy35, 
as they stimulate insulin secretion in a glucose-dependent manner, 
slow down gastric emptying to suppress appetite, and have 
demonstrated a  decrease in cardiovascular events in some recent 
trials36-38. In combination with new and improved drugs, continuous 
glucose monitoring can lead to better control of blood sugar, 
ultimately leading to better overall health outcomes in patients 
with diabetes. Recent findings have indicated a link between high 
glucose variability and the progression of vascular complications 
in patients with diabetes. Continuous glucose monitoring has 
shown associations with factors such as carotid intima-media 
thickness, heightened arterial stiffness, as well as increased risks 
of all-cause mortality and cardiovascular mortality39.

Stricter targets of low-density lipoprotein cholesterol lowering 
to <55 mg/dl in high-risk patients have improved the outcomes in 
diabetic patients with CAD. The availability of non-statin agents, 
like ezetimibe, bempedoic acid and PCSK9 inhibitors, has made 
this target possible for most patients in present times40.

Need for the reappraisal of optimal 
revascularisation therapy in diabetic patients 
with multivessel disease
While clinical trials like the FREEDOM trial offer the most robust 
evidence regarding the comparative effectiveness of different 
therapies, they represent the average outcomes of treatments 
among randomised patient groups. Since every patient is unique, 
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and there is no such thing as a  truly “average” patient, applying 
these findings to individual patients in everyday clinical practice 
can be challenging41. The literature also recommends that the 
choice between CABG and PCI for patients with diabetes and 
MVD should be made on a case-by-case basis, bearing in mind the 
patient’s clinical profile and preferences. Factors such as vessel 
anatomy, diabetes control, age, and other comorbidities should 
also be taken into account. Recent literature suggests that patients 
with diabetes and MVD presenting with STEMI and a  suitable 
anatomy should undergo PCI of the culprit lesion as the first-line 
revascularisation option25,26. This should be followed by a  Heart 
Team consultation to discuss whether medical therapy, PCI or 
CABG would be more suitable for the remaining significant 
obstructive CAD. Further, the recent 2021 ACC/AHA/SCAI 
guideline for coronary artery revascularisation recommends that, 
in patients for whom the optimal treatment strategy is unclear, 
a  Heart Team approach which includes representatives from 
interventional cardiology, cardiac surgery, and clinical cardiology 
is recommended to improve patient outcomes. Ideal situations for 
Heart Team consideration include patients with complex coronary 
disease, those with comorbid conditions that could impact the 
success of the revascularisation strategy, and other clinical or 
social situations that may impact outcomes26.

Although the predominant evidence from trials favours CABG 
in patients with diabetes and multivessel disease, PCI remains 
a  common revascularisation strategy in the real world despite 
guidelines recommending CABG based upon the FREEDOM 
trial results. However, a general feeling amongst cardiologists is 
that patients with heightened surgical risk due to individualised 
factors should undergo PCI, when a  less invasive procedure 
may be the favourable choice. The existence of institutional 
variation or institutional culture is also an important determinant 
of the favourability towards PCI42. Accordingly, Qintar et al 
prepared models that can help disseminate the best treatment 
recommendations by showing both physicians and patients the 
expected benefits and risks of CABG compared with multivessel 
PCI. Clinicians can use an online risk prediction tool calculator, 
and personalised estimates based on the models can be calculated41. 
The tool aims to facilitate informed discussions by transparently 
presenting the risks and benefits of both procedures. By addressing 
barriers in clinical care, such as patient preference and perceived 
risks, these tools could promote evidence-based, patient-centric 
care. However, we recommend further investigation into the use 
of these risk models in routine clinical care to gauge their impact 
on the adoption of clinical trial results and patient outcomes.

Quality of life and outcomes with 
revascularisation
During the initial days after revascularisation, PCI has shown more 
rapid improvement in health status and quality of life compared with 
CABG. Gradually, as time has passed, no consistent, significant 
differences remain in health status or quality-of-life domains between 
the CABG and PCI strategies43. In an analysis of quality of life in 

patients enrolled in the FREEDOM trial, Abdallah et al found that 
over 70% of patients experienced freedom from angina with both PCI 
and CABG at each follow-up interval. Differences between treatment 
groups regarding various aspects of cardiovascular wellbeing − such 
as physical constraints, overall quality of life, and breathlessness 
− were consistently marginal43. Additionally, the results from the 
EXCEL Trial related to quality of life also showed that quality of life 
is better with PCI than with CABG, in terms of faster relief of angina 
(better Seattle Angina Questionnaire score), better physical activity, 
and higher treatment satisfaction44. While technologies for CABG 
have advanced and have become less invasive − with developments 
such as arterial grafting using the radial artery and bilateral internal 
thoracic artery, no-touch saphenous vein grafting, minimally invasive 
surgical CABG, robot-assisted CABG, and total endoscopic CABG 
− the prolonged recovery period associated with CABG remains 
a  concern. Consequently, PCI has emerged as a  viable alternative 
for patients with limited life expectancy (attributed to factors such 
as advanced age or multiple comorbidities) or those prioritising 
improved quality of life as their primary objective. Of note, 
Abdallah et al additionally affirmed that their study outcomes offer 
reassurance for patients undergoing PCI along with contemporary 
medical treatment with regard to the advantages in their quality of 
life, which are generally on par with those observed with CABG, 
especially among diabetic patients experiencing less severe angina 
symptoms43.

Conclusions
It is important to note that the findings of the FREEDOM 
trial have been influential in significantly shaping the clinical 
practice of revascularisation in diabetic patients with MVD. 
However, continually evolving stent technology, improved 
patient care, personalised medical therapy approaches, and 
patient characteristics, including comorbidities and anatomical 
considerations, may influence treatment decisions and could 
challenge or refine these recommendations. Researchers and 
clinicians are thus encouraged to continue to explore and challenge 
the data in individualised clinical scenarios with new technological 
advancements in PCI, more potent antiplatelet agents and anti-
inflammatory agents, and very aggressive lipid-lowering therapy. 
In view of these therapeutic advances during the last two decades, 
since the initiation of the FREEDOM trial, now is an appropriate 
time to revisit the results of CABG versus PCI in diabetic patients 
with multivessel disease.

Guest Editor
This paper was guest edited by Davide Capodanno, MD, PhD; 
A.O.U. Policlinico “G. Rodolico-San Marco”, University of
Catania, Catania, Italy

Conflict of interest statement
K. Sudhir has served as chief medical officer of Sahajanand Medical 
Technologies. The other authors have no conflicts of interest to 
declare. The Guest Editor reports receiving fees from Terumo.



319
320
321
322
323
324
325
326
327
328
329
330
331
332
333
334
335
336
337
338
339
340
341
342
343
344
345
346
347
348
349
350
351
352
353
354
355
356
357
358
359
360
361
362
363
364
365
366
367
368
369
370
371

Is it time to challenge FREEDOM?

7

A
siaIntervention 2

0
2
3
;9
:1-8  

References
1. Verma S, Farkouh ME, Yanagawa B, Fitchett DH, Ahsan MR, Ruel M, Sud S, 
Gupta M, Singh S, Gupta N, Cheema AN, Leiter LA, Fedak PW, Teoh H, Latter DA, 
Fuster V, Friedrich JO. Comparison of coronary artery bypass surgery and percutane-
ous coronary intervention in patients with diabetes: a  meta-analysis of randomised 
controlled trials. Lancet Diabetes Endocrinol. 2013;1:317-28.

2. Ajjan RA, Kietsiriroje N, Badimon L, Vilahur G, Gorog DA, Angiolillo DJ, 
Russell DA, Rocca B, Storey RF. Antithrombotic therapy in diabetes: which, when, 
and for how long? Eur Heart J. 2021;42:2235-59.

3. Bittl JA. Percutaneous coronary interventions in the diabetic patient: where do we 
stand? Circ Cardiovasc Interv. 2015;8:e001944.

4. Hadi HA, Suwaidi JA. Endothelial dysfunction in diabetes mellitus. Vasc Health 
Risk Manag. 2007;3:853-76.

5. Naito R, Kasai T. Coronary artery disease in type 2 diabetes mellitus: Recent treat-
ment strategies and future perspectives. World J Cardiol. 2015;7:119-24.

6. Farkouh ME, Domanski M, Sleeper LA, Siami FS, Dangas G, Mack M, Yang M, 
Cohen DJ, Rosenberg Y, Solomon SD, Desai AS, Gersh BJ, Magnuson EA, Lansky A, 
Boineau R, Weinberger J, Ramanathan K, Sousa JE, Rankin J, Bhargava B, Buse J, 
Hueb W, Smith CR, Muratov V, Bansilal S, King S 3rd, Bertrand M, Fuster V; 
FREEDOM Trial Investigators. Strategies for multivessel revascularization in patients 
with diabetes. N Engl J Med. 2012;367:2375-84.

7. Farkouh ME, Domanski M, Dangas GD, Godoy LC, Mack MJ, Siami FS, 
Hamza TH, Shah B, Stefanini GG, Sidhu MS, Tanguay JF, Ramanathan K, Sharma SK, 
French J, Hueb W, Cohen DJ, Fuster V; FREEDOM Follow-On Study Investigators. 
Long-Term Survival Following Multivessel Revascularization in Patients With 
Diabetes: The FREEDOM Follow-On Study. J Am Coll Cardiol. 2019;73:629-38.

8. Nyström T, Sartipy U, Franzén S, Eliasson B, Gudbjörnsdottir S, Miftaraj M, 
Lagerqvist B, Svensson AM, Holzmann MJ. PCI Versus CABG in Patients With Type 
1 Diabetes and Multivessel Disease. J Am Coll Cardiol. 2017;70:1441-51.

9. Jaiswal V, Sattar Y, Peng Ang S, Ishak A, Naz S, Minahil Nasir Y, Song DO D, 
Titus A, Huang H, Chaudhary G, Rubinstein D, Elgendy IY, Raina S, Alam M, Balla S, 
Daggubati R. Long term outcomes of percutaneous coronary intervention vs coronary 
artery bypass grafting in patients with diabetes mellitus with multi vessels diseases: 
A meta-analysis. Int J Cardiol Heart Vasc. 2023;46:101185.

10. Head SJ, Milojevic M, Daemen J, Ahn JM, Boersma E, Christiansen EH, 
Domanski MJ, Farkouh ME, Flather M, Fuster V, Hlatky MA, Holm NR, Hueb WA, 
Kamalesh M, Kim YH, Mäkikallio T, Mohr FW, Papageorgiou G, Park SJ, 
Rodriguez AE, Sabik JF 3rd, Stables RH, Stone GW, Serruys PW, Kappetein AP. 
Mortality after coronary artery bypass grafting versus percutaneous coronary interven-
tion with stenting for coronary artery disease: a pooled analysis of individual patient 
data. Lancet. 2018;391:939-48.

11. Mancini GB, Farkouh ME, Brooks MM, Chaitman BR, Boden WE, Vlachos H, 
Hartigan PM, Siami FS, Sidhu MS, Bittner V, Frye R, Fuster V. Medical Treatment and 
Revascularization Options in Patients With Type 2 Diabetes and Coronary Disease. 
J Am Coll Cardiol. 2016;68:985-95.

12. Kaul U, Bangalore S, Seth A, Arambam P, Abhaichand RK, Patel TM, Banker D, 
Abhyankar A, Mullasari AS, Shah S, Jain R, Kumar PR, Bahuleyan CG; TUXEDO–
India Investigators. Paclitaxel-Eluting versus Everolimus-Eluting Coronary Stents in 
Diabetes. N Engl J Med. 2015;373:1709-19.

13. Ali ZA, Nef H, Escaned J, Werner N, Banning AP, Hill JM, De Bruyne B, 
Montorfano M, Lefevre T, Stone GW, Crowley A, Matsumura M, Maehara A, 
Lansky AJ, Fajadet J, Di Mario C. Safety and Effectiveness of Coronary Intravascular 
Lithotripsy for Treatment of Severely Calcified Coronary Stenoses: The Disrupt CAD 
II Study. Circ Cardiovasc Interv. 2019;12:e008434.

14. Li L, Wang L, Zhai CJ, Mou YR, Wang JH, Cui LQ. Clinical utility of intravascular 
ultrasonography-guided therapy in a small-vessel coronary lesion associated with Type 
2 diabetes mellitus. Anatol J Cardiol. 2019;22:68-76.

15. Suzuki K, Niida T, Yuki H, Kinoshita D, Fujimoto D, Lee H, McNulty I, Takano M, 
Nakamura S, Kakuta T, Mizuno K, Jang IK. Coronary Plaque Characteristics and 
Underlying Mechanism of Acute Coronary Syndromes in Different Age Groups of 
Patients With Diabetes. J Am Heart Assoc. 2023;12:e031474.

16. Bangalore S. Applicability of the COURAGE, BARI 2D, and FREEDOM Trials to 
Contemporary Practice. J Am Coll Cardiol. 2016;68:996-8.

17. Koskinas KC, Windecker S. Revascularization in complex multivessel coronary 
artery disease after FREEDOM. Is there an indication for PCI and drug-eluting stents? 
Herz. 2016;41:224-32.

18. Kaul U, Arambam P, Sinha SK, Abhaichand R, Parida AK, Banker D, Mody R, 
Khan A, Sharma R, Moorthy N, Chandra S, Koduganti SC, Garg R, Sarma PR, 
Agrawal DK, Reddy KMK, Bangalore S. Rationale and design of the TUXEDO-2 
India study: Ultra-Thin strUt Supraflex Cruz versus XiencE in a Diabetic pOpulation 
with multi-vessel disease-2. Am Heart J. 2023;256:128-38.

19. Kuno T, Kiyohara Y, Maehara A, Ueyama HA, Kampaktsis PN, Takagi H, 
Mehran R, Stone GW, Bhatt DL, Mintz GS, Bangalore S. Comparison of Intravascular 
Imaging, Functional, or Angiographically Guided Coronary Intervention. J Am Coll 
Cardiol. 2023;82:2167-76.
20. Cohen MG. The Fate of PCI in Diabetics. Presented at: 15th Biennial International 
Andreas Gruentzig Society Meeting. 3 -7 February 2019; Puerto Natales, Chile.
21. Biscaglia S, Guiducci V, Escaned J, Moreno R, Lanzilotti V, Santarelli A, Cerrato E, 
Sacchetta G, Jurado-Roman A, Menozzi A, Amat Santos I, Díez Gil JL, Ruozzi M, 
Barbierato M, Fileti L, Picchi A, Lodolini V, Biondi-Zoccai G, Maietti E, Pavasini R, 
Cimaglia P, Tumscitz C, Erriquez A, Penzo C, Colaiori I, Pignatelli G, Casella G, 
Iannopollo G, Menozzi M, Varbella F, Caretta G, Dudek D, Barbato E, Tebaldi M, 
Campo G; FIRE Trial Investigators. Complete or Culprit-Only PCI in Older Patients 
with Myocardial Infarction. N Engl J Med. 2023;389:889-98.
22. Faro DC, Laudani C, Agnello FG, Ammirabile N, Finocchiaro S, Legnazzi M, 
Mauro MS, Mazzone PM, Occhipinti G, Rochira C, Scalia L, Spagnolo M, Greco A, 
Capodanno D. Complete Percutaneous Coronary Revascularization in Acute Coronary 
Syndromes With Multivessel Coronary Disease: A  Systematic Review. JACC 
Cardiovasc Interv. 2023;16:2347-64.
23. Milojevic M, Serruys PW, Sabik JF 3rd, Kandzari DE, Schampaert E, van 
Boven AJ, Horkay F, Ungi I, Mansour S, Banning AP, Taggart DP, Sabaté M, 
Gershlick AH, Bochenek A, Pomar J, Lembo NJ, Noiseux N, Puskas JD, Crowley A, 
Kosmidou I, Mehran R, Ben-Yehuda O, Généreux P, Pocock SJ, Simonton CA, 
Stone GW, Kappetein AP. Bypass Surgery or Stenting for Left Main Coronary Artery 
Disease in Patients With Diabetes. J Am Coll Cardiol. 2019;73:1616-28.
24. Writing Committee Members; Virani SS, Newby LK, Arnold SV, Bittner V, 
Brewer LC, Demeter SH, Dixon DL, Fearon WF, Hess B, Johnson HM, Kazi DS, 
Kolte D, Kumbhani DJ, LoFaso J, Mahtta D, Mark DB, Minissian M, Navar AM, 
Patel AR, Piano MR, Rodriguez F, Talbot AW, Taqueti VR, Thomas RJ, van Diepen S, 
Wiggins B, Williams MS. 2023 AHA/ACC/ACCP/ASPC/NLA/PCNA Guideline for 
the Management of Patients With Chronic Coronary Disease: A Report of the American 
Heart Association/American College of Cardiology Joint Committee on Clinical 
Practice Guidelines. J Am Coll Cardiol. 2023;82:833-955.
25. Marx N, Federici M, Schütt K, Müller-Wieland D, Ajjan RA, Antunes MJ, 
Christodorescu RM, Crawford C, Di Angelantonio E, Eliasson B, Espinola-Klein C, 
Fauchier L, Halle M, Herrington WG, Kautzky-Willer A, Lambrinou E, Lesiak M, 
Lettino M, McGuire DK, Mullens W, Rocca B, Sattar N; ESC Scientific Document 
Group. 2023 ESC Guidelines for the management of cardiovascular disease in patients 
with diabetes. Eur Heart J. 2023;44:4043-140.
26. Lawton JS, Tamis-Holland JE, Bangalore S, Bates ER, Beckie TM, Bischoff JM, 
Bittl JA, Cohen MG, DiMaio JM, Don CW, Fremes SE, Gaudino MF, Goldberger ZD, 
Grant MC, Jaswal JB, Kurlansky PA, Mehran R, Metkus TS Jr, Nnacheta LC, Rao SV, 
Sellke FW, Sharma G, Yong CM, Zwischenberger BA. 2021 ACC/AHA/SCAI 
Guideline for Coronary Artery Revascularization: Executive Summary: A Report of 
the American College of Cardiology/American Heart Association Joint Committee on 
Clinical Practice Guidelines. Circulation. 2022;145:e4-17.
27. Bangalore S, Guo Y, Samadashvili Z, Blecker S, Xu J, Hannan EL. Everolimus 
Eluting Stents Versus Coronary Artery Bypass Graft Surgery for Patients With Diabetes 
Mellitus and Multivessel Disease. Circ Cardiovasc Interv. 2015;8:e002626.
28. van Diepen S, Fuster V, Verma S, Hamza TH, Siami FS, Goodman SG, Farkouh ME. 
Dual Antiplatelet Therapy Versus Aspirin Monotherapy in Diabetics With Multivessel 
Disease Undergoing CABG: FREEDOM Insights. J Am Coll Cardiol. 2017;69: 
119-27.
29. Yamamoto K, Watanabe H, Morimoto T, Obayashi Y, Natsuaki M, Yamaji K, 
Domei T, Ogita M, Ohya M, Tatsushima S, Suzuki H, Tada T, Ishii M, Nikaido A, 
Watanabe N, Fujii S, Mori H, Nishikura T, Suematsu N, Hayashi F, Komiyama K, 
Shigematsu T, Isawa T, Suwa S, Ando K, Kimura T; STOPDAPT-2 and STOPDAPT-2 
ACS Investigators. Clopidogrel Monotherapy After 1-Month Dual Antiplatelet 
Therapy in Patients With Diabetes Undergoing Percutaneous Coronary Intervention. 
JACC Cardiovasc Interv. 2023;16:19-31.

30. Wallentin L, Becker RC, Budaj A, Cannon CP, Emanuelsson H, Held C, Horrow J, 
Husted S, James S, Katus H, Mahaffey KW, Scirica BM, Skene A, Steg PG, Storey RF, 
Harrington RA; PLATO Investigators; Freij A, Thorsén M. Ticagrelor versus clopi-
dogrel in patients with acute coronary syndromes. N Engl J Med. 2009;361:1045-57.

31. Wiviott SD, Braunwald E, McCabe CH, Montalescot G, Ruzyllo W, Gottlieb S, 
Neumann FJ, Ardissino D, De Servi S, Murphy SA, Riesmeyer J, Weerakkody G, 
Gibson CM, Antman EM; TRITON-TIMI 38 Investigators. Prasugrel versus clopi-
dogrel in patients with acute coronary syndromes. N Engl J Med. 2007;357:2001-15.
32. Schüpke S, Neumann FJ, Menichelli M, Mayer K, Bernlochner I, Wöhrle J, 
Richardt G, Liebetrau C, Witzenbichler B, Antoniucci D, Akin I, Bott-Flügel L, 
Fischer M, Landmesser U, Katus HA, Sibbing D, Seyfarth M, Janisch M, 
Boncompagni D, Hilz R, Rottbauer W, Okrojek R, Möllmann H, Hochholzer W, 
Migliorini A, Cassese S, Mollo P, Xhepa E, Kufner S, Strehle A, Leggewie S, Allali A, 
Ndrepepa G, Schühlen H, Angiolillo DJ, Hamm CW, Hapfelmeier A, Tölg R, Trenk D, 



372
373
374
375
376
377
378
379
380
381
382
383
384
385
386
387
388
389
390
391
392
393
394
395
396
397
398
399
400
401
402
403
404
405
406
407
408
409
410
411
412
413
414
415
416
417
418
419
420
421
422
423
424

8

A
siaIntervention 2

0
2
3
;9
:1-8  

Schunkert H, Laugwitz KL, Kastrati A; ISAR-REACT 5 Trial Investigators. Ticagrelor 
or Prasugrel in Patients with Acute Coronary Syndromes. N Engl J Med. 
2019;381:1524-34.

33. Fitchett D, Zinman B, Wanner C, Lachin JM, Hantel S, Salsali A, Johansen OE, 
Woerle HJ, Broedl UC, Inzucchi SE; EMPA-REG OUTCOME® trial investigators. 
Heart failure outcomes with empagliflozin in patients with type 2 diabetes at high 
cardiovascular risk: results of the EMPA-REG OUTCOME® trial. Eur Heart J. 
2016;37:1526-34.

34. Godbout A, Chiasson JL. Who should benefit from the use of alpha-glucosidase 
inhibitors? Curr Diab Rep. 2007;7:333-9.

35. Hachuła M, Kosowski M, Ryl S, Basiak M, Okopień B. Impact of Glucagon-Like 
Peptide 1 Receptor Agonists on Biochemical Markers of the Initiation of Atherosclerotic 
Process. Int J Mol Sci. 2024;25:1854.

36. Kobo O, Cavender MA, Hinsch Gylvin S, Kuhlman AB, Rasmussen S, Verma S. 
Effects of once-weekly semaglutide on major adverse cardiovascular events in patients 
with type 2 diabetes and polyvascular disease: a post hoc analysis of the SUSTAIN 6 
trial. Eur Heart J. 2023;44:ehad655.2568.

37. McGuire DK, Busui RP, Deanfield J, Inzucchi SE, Mann JFE, Marx N, Mulvagh SL, 
Poulter N, Engelmann MDM, Hovingh GK, Ripa MS, Gislum M, Brown-Frandsen K, 
Buse JB. Effects of oral semaglutide on cardiovascular outcomes in individuals with 
type 2 diabetes and established atherosclerotic cardiovascular disease and/or chronic 
kidney disease: Design and baseline characteristics of SOUL, a  randomized trial. 
Diabetes Obes Metab. 2023;25:1932-41.

38. Acharya T, Deedwania P. The Role of Newer Anti-Diabetic Drugs in Cardiovascular 
Disease. American College of Cardiology. 23 May 2018. https://www.acc.org/

Latest-in-Cardiology/Articles/2018/05/22/16/59/The-Role-of-Newer-Anti-Diabetic-
Drugs-in-CV-Disease (Last accessed 21 May 2024).
39. Belli M, Bellia A, Sergi D, Barone L, Lauro D, Barillà F. Glucose variability: a new 
risk factor for cardiovascular disease. Acta Diabetol. 2023;60:1291-9.
40. Morieri ML, Perrone V, Veronesi C, Degli Esposti L, Andretta M, Plebani M, 
Fadini GP, Vigili de Kreutzenberg S, Avogaro A. Improving statin treatment strategies 
to reduce LDL-cholesterol: factors associated with targets’ attainment in subjects with 
and without type 2 diabetes. Cardiovasc Diabetol. 2021;20:144.
41. Qintar M, Humphries KH, Park JE, Arnold SV, Tang Y, Jones P, Salisbury AC, 
Kureshi F, Farkouh ME, Fuster V, Cohen DJ, Spertus JA. Individualizing 
Revascularization Strategy for Diabetic Patients With Multivessel Coronary Disease. 
J Am Coll Cardiol. 2019;74:2074-84.
42. Tam DY, Dharma C, Rocha RV, Austin PC, Wijeysundera HC, Farkouh M, 
Gaudino M, Sadat S, Lee DS, Fremes SE. Revascularization Strategies for the 
Treatment of Multivessel Coronary Artery Disease in Patients With Diabetes Mellitus. 
Circ Cardiovasc Interv. 2020;13:e009082.
43. Abdallah MS, Wang K, Magnuson EA, Spertus JA, Farkouh ME, Fuster V, 
Cohen DJ; FREEDOM Trial Investigators. Quality of life after PCI vs CABG among 
patients with diabetes and multivessel coronary artery disease: a randomized clinical 
trial. JAMA. 2013;310:1581-90.
44. Baron SJ, Chinnakondepalli K, Magnuson EA, Kandzari DE, Puskas JD, Ben-
Yehuda O, van Es GA, Taggart DP, Morice MC, Lembo NJ, Brown WM 3rd, 
Banning A, Simonton CA, Kappetein AP, Sabik JF, Serruys PW, Stone GW, Cohen DJ; 
EXCEL Investigators. Quality-of-Life After Everolimus-Eluting Stents or Bypass 
Surgery for Left-Main Disease: Results From the EXCEL Trial. J Am Coll Cardiol. 
2017;70:3113-22.


