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ORBITA 2

A Placebo-Controlled Trial of
Percutaneous Coronary Intervention for Stable Angina

Rajkumar CA et al, DOI: 10,1056/NE/M0oa2310610

Percutaneous Coronary
Intervention (PCI)

Mean Daily Angina Symptom Score at 12 Wk

ORI ONCL LAl al nadd

o% 36

;
Y o

Antianginal Medication l’l(.: g?:l‘p ’bf:to‘ ?J?W

Mean treadmill exercise time (sec)
Inclusion criteria: Patients suitable for PCI, with angina or
equivalent symptoms, anatomical evidence of significant
coronary stenosis in 21 vessel, either: a, Invasive anglogram
indicating 2 70% stenosis b. CT coronary angiography
indicating 2 90% stenosis, and evidence of ischemia,

CONCLUSIONS

Among patients with stable angina who were receiving
little or no antianginal medication and who had objec-
tive evidence of ischemia, PCI resulted in a better health
status with respect to angina than a placebo procedure
at 12 weeks.




ORBITA 2 substudy — simptom/lezyon asilihg
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Simader, F, et al. JACC. 2024 Jul, 84 (1) 13-24.



ORBITA 2 substudy — Rose Angina score

Rose Angina
PCl
B s

100%

Rose Angina
Placebo

5%

50%

25%

0%
-140 14 28 42 56 70 84 -14 0 14 28 42 56 70 84

Rose Nonangina Rose Nonangina
PCl Placebo

——r— 100%

75%4
50%

25%

0%
-4 0 14 28 42 56 70 84 -4 0 14 28 42 56 70 84

Days Postrandomization
Increasing units of antianginal medication

Patients with more severe angina were more

likely to achieve (odds ratio [OR] = 4.3) a
better placebo-controlled “health state.”

Rose Angina Rose Angina
PCi Placebo

T T E e

75% A 75% A

50% - 50% o

Episodes of
25% 25% + Angina
6 or more
0% A 0% - -
-14 0 14 28 42 56 70 84 -14 0 14 28 42 56 70 84 . ?

4

Rose Nonangina Rose Nonangina - §
PCl Placebo
| | —

1
75% 75% 0

Patients who met criteria for Rose angina (vs those
who did not) were more likely (OR 1.9) to have a
placebo-controlled benefit from PCl on the angina

symptom score and the number of angina episodes.

Simader, F, et al. JACC. 2024 Jul, 84 (1) 13-24.



Al-Lamee, et al (2018). The Lancet, 391(10115), 31-40.



??7? - ORBITA tadgigati — ilk 12 pasientin angiogrami
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v ORBITA-2 : PCI grupunda isemiya ortadan galxsa da 60% pasientin simptomlari davam etmisdir.

v" Angioqgrafiya gdstariglari? KAX skriningi?

v Gundalik hayatda bu ehtimal necadir?

v" Tanliyi hall etmaya biz hakimlar isteamadan mane oluruqg?



ORBITA -STAR

e Tok damar KAX = 51 xasts. Simptom skoru -10 il +10 arasinda dayisib.
10 - - - plasebo balon istifadasinda balon okkluziya ila eyni
L . simptomlar
* Kat lab — stenoz bolgssinda 4 dafe 60sn-lik balon + 10 - - - balon okkluziyasi ila giindalik simptomlar eynidir.

4 plasebo va ya sham balon sisma

« Balon okkluziyadan sonra simptomlar banzarliyi ? Median g
banzarlik ég 2:

* Gundalik hayatdaki simptom — balon okkluziyada simptom banzarliyi skoru E? 5
3 i

* Bu banzarliyin PClI sonrasi simptomlarda azalmani predikts eds bilmasi 2

....................

Similarity Score

Rajkumar, C. Et al. JACC. 2024 Jul, 84 (1) 1-12
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REVIVED-BCIS

v" LV disfunksiya + PCl uygun KAX + canl miokard

v" PCl vs medikal mualica

v 34 il taqgib

v' Olim va ya UC hospitalizasiyasinda farq olmamisdir.

v" LVEF-da yaxsilasma olmamisdir.

v’ isemik LV disfunksiyasinda PCl mualicasinin medikamentoz

mualicadan Ustiin oldugu altgrup olmamisdir.

v Tam revaskularizasiya qrupunda bels darmanla farq
olmamisdir. (HR 0.90, Cl 0.62-1.32).

100+
PCl: 129 events (in 37.2% of patients)
90 Optimal medical therapy: 134 events (in 38.0% of patients)
e 804
& Hazard ratio, 0.99 (95% CI, 0.78-1.27)
S 704 P=0.96
S 60 ; :
S Optimal medical therapy
£ 504 AR,
v
2 404 PCl
=
= T o —
g 30
O 204
104

o

Years since Randomization

No. at Risk
PCI 347 295 262 179 130 80 32 14 3
Optimal medical therapy 353 299 276 191 142 82 33 10

—

Perera D, et al. N Engl J Med 2022;387:1351-1360



REVIVED-BCIS

A Echocardiographic Estimates of LVEF

v'PCl - stent va ya prosedurun texnikasi illar arzinda ¢ox takmillasib. Problem hardadir? o
Problem - sistemik xastaliyi fokal metodlarla hallindan cox seylar gézlamayimizdir. g °’%Xﬂ
% Hz""ﬁét :
c 304
] E
v Isemik KMP qrupu pasientlar 3 qrup miialicadan faydalanir: ;
049 T T
v Yiiksak effektivlikli statinlar + antiplatelet miialica e ot
No. of Patients
PC 54 276 262
Optimal medical therapy 276 264 267

v Urak catismazhginin 4-lii miialicosi

B KCCQ Overall Summary Score

80+
v ICD (CRT) 75
| pCH I
0 - AR g |
NYHA functional class — no./total no. (%)§ p -———-——*
5 65- I Mwmﬂ medical therapy
lorll 265/345 (77) 248/350 (71) § o .§/
k: I
HlorlV 80/345 (23) 102/350 (29) 55+
CCS angina class — no.[total no. (%)Y 504
p2
c ] ] L 1 U
No angina 228346 (66) 236/351 (67) X 4 % 8 n
Lorll 11/346 (32) 107/351 (30) Months since Randomization
No. of Patients
PCH 1L 70 268 28
i A6 B33 Optimal medical therapy 318 245 263 223
Left ventricular ejection fraction — %ll 27.0+6.6 27.0+6.9

Perera D, et al. N Engl J Med 2022;387:1351-1360



REVIVED-BCIS vs digar tedqgigatlar
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PREVENT todqigat

Coronary Stenosis (>50%) with Negative FFR (2 0.80)
and meeting two of the following (Imaging defined VP)
1. MLA <4.0mm?
2. Plaque Burden >70%
3. TCFA by OCT or RF-IVUS
4. Lipid-Rich Plaque by NIRS (axLCBlymm>315)

Y

I ]
Preventive PCI + OMT OMT alone
N=800 N=800
: ‘
Primary endpoint : Target Vessel Failure at 2 years
(composite of death from cardiac cause, target-vessel Ml,
ischemic-driven target vessel revascularization, or unplanned hospitalization
due to unstable or progressive angina)

Park, S.-J, et al. Lancet 2024, 403, 1753-1765.



PREVENT tadgigat

Birincili sonlanma noqtasi 8
2 ilda hadaf damarla alagadar agirlasmalarin comi 7
v' kardiak sababli 6liim

v hadaf damarla alagadar MI (TV-MI)

v Isemiya sababli hadof damar miidaxilasi (ID-TLR)
v' USAP/progressiv angina sababli hospitalizasiya N

wn

W

\¥|

=1

0 [
2l 7 il
m PCl + OMT = OMT

Park, S.-J, et al. Lancet 2024, 403, 1753-1765.



FAME 2

Stable CAD patients scheduled for 1, 2 or 3 vessel DES-PCI *MACE

gy (death, MI, unplanned hospitalization leading to
revascularization) at 24 months)

FFR in all target lesions
Randomized Trial Registry i
r e i ! Hazard ratio, 0.46 (95% Cl, 0.34-0.63)
At least 1 stenosis When all FFR > 0.80 i P<0.001
with FFR < 0.80 (n=888) (n=332) - -
U -
<
< 60
Randomization 1:1 ::’ 50
:2: 2 Medical th
PCI + MT MT MT 5 20
o 50% randomly ]
730/0 | 27 /O assigned to FU 12 R
1 0 1 ; ; : ;
Follow-up after 1, 6 months, 1, 2, 3, 4, and 5 years Years since Randomization
No. at Risk
Medical therapy 441 360 349 337 271 258
PCI 447 416 403 391 334 321

Xaplanteris et al. NEJM,
Volume 379 « Number 3 - July 19, 2018



https://www.nejm.org/toc/nejm/379/3

FAME 2

A Death from Any Cause

1009 204 Hazard ratio, 0.98 (95% Cl, 0.55-1.75)
90+
g 80 154
@
70
£ 10
© 60
o
£ 50+ 5 Medical therapy
o
2 40
)
3 304 O .
g o 1 2 3 4
S 20+
10+
0 T —l— T T T
0 1 2 3 4 5
Years since Randomization
No. at Risk
Medical therapy 441 432 426 416 347 343
PCI 447 439 431 422 360 352

B Myocardial Infarction
100+ 204

Mazard ratio, 0.66 (95% €I, 0,43-1,00

Medical therapy

Cumulative Incidence [3¢)
84
>

‘B
404
304 0 T T T T
0 | 2 3 1
204
10+
[ : - T
0 1 2 3 4
Years since Randomization
No. at Risk
Medical therupy 441 408 199 87 ns
FCl a4y 121 410 3%9 340

-

301
)28

C Urgent Revascularization

100+ 304
90+
80
70+
60
50+
40~

20+

104

Hazard ratio, 0.27 (95% Cl, 0.18-0.41)

Medical therapy

4 O
20+
10-

Cumulative Incidence (%)

No. at Risk
Medical therapy 441
PCI 447

Years since Randomization

367 357 345 276 264
424 412 402 344 332

Xaplanteris et al. NEJM,
\Volume 379 « Number 3 « July 19, 2018



https://www.nejm.org/toc/nejm/379/3

Revaskularizasiya sonrasi OMT ?

v' SYNTAX tadgiqgatinin post hoc analizi A Dpeath
20
v Eva yazilarkan 41% xasta OMT alib E 1.5
=

Hazard ratio
=
1

v — . . ~ _
OMT - antiplatelet + bb + statin + ace inh = g p=0.035 sl 001 p<0.001 % *
g i % p=0035  p=0.002
v 5 il sonra PCI golunda bu gostarici 40%, CABG 36% 0 : : . : :
1 month & months 1 year Jyears 5 years

B Death/mi/cva

w 20A
-
=
=
=
£ 1.54
g
B _ p=0.039 p<0.001
g *
5 057 ; 0.051
g = p=0.007
L p=0.002
U T T T T T
1 manth 6 months 1 year I years 5 years

Time from discharge

Igbal J, et al.Circulation. 2015;131:1269-77



1969

Familial hypercholesterolaemia

1986

1988

35-day vascular death reduced by aspirin in
acute myocardial infarction

Survival benefit of intravenous thrombolysis vs placebo in acute myocardial infarction

2014
Cardiovascular death reduced by ARNI

linked to early coronary heart disease 1954 in heart failure with LVEF <41%
1975 Survival benefit of long-term statin 2017
1950-60 Reversal of in coronary heart disease 50% non-adherence of patients
Framingham epidemiology 1961 cardiovascular disease Coronary narrowing and events reduced with cardiovascular disease to
study lF irst CCU mortality in the USA by intensive risk factor control prescribed lifesaving medications
L *—o -
1950 1960 1970 1980 1990 2000 2010 2020
) 4 ¢ s 2 99 4 L & 4
IQGOT 1980 1992 2020
Coronary risk factor awareness Coronary thrombus Ml prevention by Benefit of SGLT2 inhibition
1967 retrieved from most long-term aspirin in heart failure and diabetes
Cardiovascular disease risk score concept patients with in chronic coronary 2007-09
early STEMI syndrome Benefit of new vs old P2Y,, inhibition post acute
. 1979 Survival benefit of ACEi coronary syndrome, but increased bleeding
Experimental atherogenesis in acute myocardial
slowed by diet and cholesterol lowering inFarction with 2007 ' o
areidivmnt Benefit of cardiac resynchronisation therapy
LVEF <41%
2004
1993 Benefit of intensive vs moderate lipid lowering
Benefit of immediate angioplasty vs thrombolysis post acute coronary syndrome
in acute myocardial infarction 2001
1996 Benefit of DAPT vs SAPT post acute coronary syndrome
Survival benefit of § blocker in 2000
chronic heart failure and LVEF <36% Benefit of long-term ACEi in coronary heart disease and diabetes without
heart failure




530 patients with LMCA or 3MCV assessed for eligibility All cause mortality

1.0 - -
76 patients met the exclusion criteria: W‘“—.—L_.._ 012
* 19Had the diagnosis of DM1.
* 27 died during hospltalization,
+ 30 patients were lost after the hospital discharged 0.8
454 patients meet the inclusion criteria r—
I I .g No SGLT2-|
2 06
pou
w
(]
2
T re— e e ) © 04
I 34 patients were loss during the follow up =
= — £
3
o Log Rank test p<0.01
02 Unadjusted HR= 0.18 (95% C! 0.07 - 0.48); p=0.001
r 420 patients were included for analysis I IPTW adjusted HR=0.34 (95% C| 0.12 - 0.91); p=0.03
0.0
0 1 2 3 4 5
Follow up (years)
104 patients 316 patients Patients at risk
in the SGLT2-1 grou, in the non- SGLT2-1 group 04 92 50 63 56 44 SGLLL
nihe P .- 316 304 292 280 268 256 No SGLT-1
All patients SGLT2-1 Non-5GLT2-1 ]
n=420 n=104 ne3e
Clinical presentation
ACS b4 3% A7.1% 43.4% 0.50)
ccs 55.7% 52.9% 56.6%
Revascularization strategy
PCI+ OMT 48.1% 37,3% 50.6% 0193
CABG » OMT 10.8% 470% 17.3%
OMT only 1.9% 11.5% 12%
Complete revascularization (yes) 28.8% 7% 27.8% 0.448

Chipayo-Gonzales, D et al. Diabetes Ther 14, 1853-1865 (2023).



Heart Failure Overall HFrEF HFpEF
THFH/CVM  THFH/CVM  THFH/CVM
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, ' N P
Diabetes Mellitus THFH cvM Chronic Kidney Disease
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* Benefit; Statistically i Trend Towards Benefit; < No Trend Towards ? No Available Data
Significant Not Statistically Significant ~ Benefit =

Usman, M, et al. JACC. 2023 Jun, 81 (25) 2377-2387.



SELECT tadgigati

A Primary Cardiovascular Composite End Point

1004 10+ .
Hazard ratio, 0.80 (95% Cl, 0.72-0.90) r
. : 90 P<0.001 for superiori o~
Semaglutide effects on cardiovascular outcomes — 8- P Y > il
- - - - - (°) o
in people with overweight or obesity Semaglutide 2.4 mg X 804 Placetic K
e o’
SELECT Cardiovascular Outcomes Trial 3 70— 6 //,/”
s -~
60 7 " Semaglutide
SELECT is a Phase 3b, multinational, randomized, double-blind, placebo controlled, event-driven superiority trial that © V1 4 gl g
evaluated the effect of semaglutide 2.4 mg vs placebo, both in addition to SoC for CVD, in patients with established CVD g o o o~
and overweight or obesity on CV outcomes.’ — 50 -~ /./"
[ r e
> po —9 :""J _//
{ Key Eligibility Criteria? | = 40 2 L
- s 2
+ Adults (age 245 years) with a BMI 227 kg/m? = 304 0 v
* A1C<6.5%, and no history of type 1 or 2 diabetes £ T T T T T T T 1
+ Established CVD, defined as prior MI, prior stroke (ischemic or hemorrhagic) or symptomatic PAD (as evidenced by >1 of = 204 0 6 12 18 24 30 36 42 48
the following; intermittent claudication with ABI <0.85 at rest, history of peripheral arterial revascularization or v
amputation due to atherosclerotic disease 10- e — -
+ Key exclusion criteria: history of either type 1 or type 2 diabetes, A1C 26.5% at screening or treatment with glucose- i e
lowering agents or GLP-1 RAs within previous 90 days, NYHA Class IV HF, a CV or neurological event within previous 60 0 e
days, or ESRD or hemodialysis (chronic or intermittent) or peritoneal dialysis. : y J J ) ; ) ;
0 6 12 18 24 30 36 42 48

I Study Design? }

Months since Randomization

Patients were randomized (1:1) to semaglutide 2.4 mg or placebo, both in addition to SoC for CVD. No. at RiSk

Placebo 8801 8652 8487 8326 8164 7101 5660 4015 1672
Semaglutide 8803 8695 8561 8427 8254 7229 5777 4126 1734
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