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2013 ESC clinical guideline for stable CAD 

• Class I indication: Is this life-saving drug?  

 

Eur Heart J 2013;34:2949-3003. 
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Is aspirin in stable angina verified well? 

• collaborative meta-analysis by ATT 
• secondary prevention trials: 287 studies and 135,000 patients  

 

ATT collaboration. BMJ 2002;324:71-86. 
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Swedish Angina Pectoris Aspirin Trial (SAPAT) 

• Aspirin 75  mg vs Placebo in 2,035 stable angina  
• 50 months follow-up  
• Primary event: MI and sudden death  

• HR: 0.66 (81 vs 124, 95% CI 24-49%, p=0.003) 
• mainly came from MI reduction, not by sudden death 

• ATTC meta-analysis for primary and secondary prevention 

 

Juul-Moller S. Lancet 1992;340:1421-5. ATT Collaboration Lancet 2009;373:1849-60.  



Is beta blocker effective in CAD cohort? 

• post hoc analysis with CHARISMA trial (n=7,804)  
• Beta blocker did not reduce MACE, but ischemic episodes. 
• analysis in 3 groups: prior MI, established CAD, risk population  

Bangalore S. Circ Cardiovasc Qual Outcomes 2014;7:872-81. 

Aspirin effect in established CAD population from the CHARISMA  



Impact of beta blocker use for CAD 

Bangalore S. JAMA 2012;308:1340-9.  

• REACH registry  
• 3 groups: CAD with prior MI, CAD without prior MI, risk factor only 

• Primary outcome: CV death, MI, stroke  
• Secondary outcome: PO, atherothrombotic admission, revascularization  

 



Impact of beta blocker use for CAD 

Peyracchia M. J Cardiovasc Med 2018;19:337-43.  

• beta blocker reduced mortality in PCI performed patients  

 



SIGNIFY 

• Did Ivabradine reduce MACE in sCAD patients without HF? 
• CCS 1-4 sCAD patient with > 70 BPM (n=19,012)  

Fox Kim. N Engl J Med 2014;371:1091-9. 



Historic trials for ischemic heart disease  

• 50 years of CABG, 40 years of PCI, and 11 years of OMT 
• Rene Favaloro, Andreas Gruentzig, William Boden 

 

Weintraub WS. Am J Med 2018;131:1285-92.  



CABG  

• robust extension of CABG, but we need data …  
• Eugene Braunwald  

 

Braunwald E. N Engl J Med 1977;297:661-3. 



MASS II 

• Medicine, angioplasty, or surgery study  
• MVD, sCAD, and preserved LV systolic function, 10 years follow-up 
• POBA era   

 

Hueb W. Circulation 2010;122:949-57. 
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BARI 2D 

BARI 2D Study Group. N Engl J Med 2009;360:2503-15. 

• Medical therapy vs Revascularization with  PCI or CABG 
• 2368 T2DM and sCAD  
• CABG stratum (n=763), PCI stratum (n=1605)   

 



COURAGE 

Weintraub WS. N Engl J Med 2007;356:1503-16. 

• Clinical Outcomes Utilizing Revascularization and Aggressive      
  Drug Evaluation 

• 2287 sCAD patients, PCI plus OMT vs OMT  
• Primary outcome: any cause of death, MFMI for 4.6 years  



NORSTENT 

Weintraub WS. N Engl J Med 2008;359:677-87. 

• contemporary DES vs BMS in ACS and sCAD 
• 9013 patients (SA:UA:NSTEMI:STEMI = 29:13:31:26%), 6 years follow-up  
• Everolimus, Zotarolimus stent – major DES  

 DES (n=4504) BMS (n=4509) HR (95% CI) P Value  

Primary outcome 643 (16.6) 656 (17.1) 0.98 (0.88-1.09) 0.66 

  any cause of death 356 (9.8) 399 (10.5) 0.89 (0.77-1.02) 0.10 

  NFMI  287 (7.5) 257 (7.4) 1.11 (0.94-1.32) 0.21  

Any revascularization 630 (16.5) 799 (19.8) 0.76 (0.69-0.85) <0.001 

  Target lesion  205 (5.3) 421 (10.3) 0.47 (0.40-0.56) <0.001 

     with PCI 178 (4.6) 360 (8.9) 0.48 (0.40-0.58) <0.001 

     with CABG 77 (2.0) 116 (2.8) 0.66 (0.50-0.88) 0.005 

  Any PCI 567 (14.9) 709 (17.7) 0.78 (0.70-0.87) <0.001 

Definite ST 32 (0.8) 50 (1.2) 0.64 (0.41-1.00) 0.0498 



FAME 2 trial for all comer 

De Bruyne B. N Engl J Med 2012;367:991-1001. 

• PCI with FFR vs OMT for sCAD 
• 1200 sCAD patients with FFR < 0.8 
• EP: death from any cause, MI, urgent revascularization  

 



ORBITA 

Al-Lamee R. Lancet  2018;391:31-40.  
 

• PCI vs no-PCI on OMT in 1 VD and stable angina 
• PEP: increment of exercise time  
•  > 70% DS (86%), < 0.7 FFR 

 

 



Critical meta-analysis with OMT vs PCI for sCAD 

Stergiopoulos K. JAMA Intern Med. 2014;174:232-40. 

• Meta-analysis with 5 trials  



Anyway, what is sCAD? 

Montalescot G. Eur Heart J 2013;34:2949-3003.  

• Each trial has its own definition for sCAD.  



ISCHEMIA 

https://clinicaltrials.gov/ct2/show/NCT01471522. Maron DJ. Am Heart J 2018;201:124-35.  
 

• International Study of Comparative Health Effectiveness With          
  Medical and Invasive Approaches 

• 5179 patients 
• At least moderate ischemia on an ischemia test 
• Participant willing to comply with all aspects of protocol 
• Informed consent and at least 20 years old  

• Exclusion  
• EF < 35% 
• History of unprotected LM 
• < 50% stenosis of lesion  
• ACS < 2 months, PCI < 12 months, stroke < 6 months 
• NYHA Fc III-IV of HF 
• ESRD 

 

 

https://clinicaltrials.gov/ct2/show/NCT01471522
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So many great trials with Statin in CVD 

Peyracchia M. J Cardiovasc Med 2018;19:337-43.  

• primary prevention 
• AFCAPS, TexCAPS 
• WOSCOPS 
 

• Secondary Prevention  
• 4S 
• HPS 
• CARE 
• PROVE-IT TIMI 22 
 

• Plaque regression  
• REVERSAL 
• ASTEROID  

 



Scandinavian Simvastatin Survival Study  

4S Study group. Lancet 1994;344:1383-9.  

• Simvastatin vs Placebo in 4444 with AP or prior MI  
• 5.4 years follow-up, > 6 mo of ACS  
• Entry LDL-C 188 mg/dL, 35% reduction of LDL-C 

Kaplan-Meier curves for all-cause mortality1 

30% RRR 

[simvastatin group the mean changes from baseline in LDL-C]  :188 → 122 mg/dL1 

RRR = 0.70(95% CI 0.58-0.85, Log rank: p=0.0003) 
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The Cholesterol and Recurrent Events (CARE) 

Sacks FM N Engle J Med 1996;335:1002   

• Pravastatin vs Placebo in 4,519 prior MI (3~26 months earlier)  
• Entry LDL-C 139±15 mg/dL 

                  Fatal CHD, nonfatal MI                                    CABG or angioplasty  
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p =0.003, 24% risk reduction 
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Statin vs PCI in low risk sCAD  

Pit B. N  Engl J Med 1999;341:70-6. 

• effect of atorvastatin 80 mg in sCAD (n=341) for 18 months     



TNT trial  

LaRosa JC. N Engl J Med 2005;352:1425-35.  

• 80 mg vs 10 mg of atorvastatin in sCAD   
• 4.9 years follow-up with 10001 patients  

• 37-75 YO, previous MI or previous or current angina, revascularization 
• Reduction of LDL-C: 77 vs 101 mg/dL 
• PEP: first MACE – death from CHD, NFNP related MI, resus. Cardiac arrest, 

fatal or NF stroke  



DUAAL trial   

Deanfield JE. Eur Heart J  2010;31:2650-9. 

• Amlod 10 mg vs lipitor 80 mg vs both for anti-ischemic effect 



Reversing Atherosclerosis with Aggressive 
Lipid Lowering (REVERSAL) 

Nissen SE. JAMA 2004;291:1071-80. 

• Atorvastatin 80 mg VS Pravsstatin 40 mg for 18 months       

2.7* 
 

Pravastatin 

Significant atherosclerotic 
progression from baseline 

-0.4† 
Atorvastatin 

No significant change from 
baseline; atherosclerotic 
progression was stopped 
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p=0.02 



ZIPANGU with angioscopy and IVUS  

Ueda Y. Circ J 2017;81:1611-9. 

• Ezetimibe 10 mg vs placebo on atorvastatin 10-20 mg 
• LDL-C : 103±28 to 63±18 mg/dL vs 100±28 to 75±17 mg/dL        



DAPT for IHD  

• Complex means no unified answer in population level.        

Bittl JA. J Am Coll Cardiol 2016;68:1116-39. 



What we have for stable CAD beyond Statin 

Kalbacher D. Ann Transl Med  2018;6:323. 

• COMPASS, CANTOS, FOURIER, ODYSSEY, PEGASUS 
• vascular dose rivaroxaban, low dose ticagreleor 

• Canakinumab        
• PCSk9 inhibitor: evolocumab, alirocumab 



Conclusion   

• Effects of medications for sCAD 
• Aspirin 

• reduction of MI, but ambiguity in mortality reduction and high bleeding 

• ADP receptor blocker 
• limited evidence in this area, alternative for aspirin 

• Beta blocker  
• loosing the evidence of MACE reduction 
• much better in reduction of ischemic episode  

• ACE inhibitor  
• effective in specific situation, e.g. hypertension, HF and DM  

• Statin  
• only drug of proven efficacy in reduction of MACE, even more mortality 

• Definition of sCAD  
• each study has own definition  
• ISCHEMIA trial will give us more detailed definition for sCAD 

    



Thank you for your time.  


