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ESTUDO DEFER

Event-free Survival (%)
L _\\—_\
?5 -%——;
50 - —— Defer
p=0.52
—— Perform p=0.03
(FFR < 0.75)
0 1 L] L] | 1
0 1 2 3 4 5
Years of Follow-up
No. at risk
Defer group 91 85 80 74 73 72
Perform group 90 80 75 70 67 64
Reference group 144 116 106 96 90 88




ESTUDO DEFER

Cardiac Death and Acute MI after 5 Years

P=0.002
20 1% P=0.003 |

DEFER PERFORM REFERENCE

FFR >0.75 FFR<0.75

PIJLS ET AL. PERCUTANEOUS REVASCULARIZATION OF FUNCTIONALLY NONSIGNIFICANT STENOSIS. J Am Coll Cardiol 2007;49:2105-11.
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ESTUDO FAME - 2 ANOS

LU End Points at 2 Years

Angiography Group FFR Group RR With FFR Guidance
(n = 49a) (n = 509) p Value® (95% CI)

Ewents at 2 yrs

Total mumber of events. 142 106

Mumber of events per patient 029 * QLGB0 021 = 0.48 017
Death 19(3.8) 13 (296) 0.25 OUET (0.33-1-34)
Miyocardial infarction 49 (9.9) 31 (6.1) 0.03 0UE2 (0.40-095)
CABG or nepeat PC1 63 (12.7) 54 (10.6) 0.30 U84 (0.59-118)
Death or myocanial infarction 64 (12.9) 43(8.4) 0.02 0UES [0.45-0.94)
Death, myocardial infarction, CABIG, or repeat PCl 111 (32.4) 91 (17.9) 0.08 0U80 (0.62-1.02)
Functional stafus ak 2 yws

Patients without event and free from amginat 284 (64.8) 315 (68.2) 029

Patients free from anginat 332 (75.8) 369 (T9.9) 0.14

Mumber of anfianginal medications} 12 =08 12 0.7 0.68
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Underwent FFR (n= 1220}

IFFR >0.80 in all kesions incuded in registry

I Randomized (n= 888) |

l

l

(n=332)*

Allocated to PCHOMT (n= 447)

Received allocated intervention [n=435)

Did not receive allocated intervention (n= 12)
Treated with balloon angioplasty (n=3)
Underwent CABG rather than PCHn=4)
Received OMT, planned for staged procedure [n=3)
Received OMT, unswccessful POl {n=1)
Received OMT, FFR >0.8 (n=1)

ABocated to OMT alone [r= 441)
Received allocated inbervention (n=439)
Did not receive allocated intervention (n= 2)
Emoneously received DES {n=2)

domby sel d to ive: follow wp [n= 166}
Received OMT alone (r=1B65]
Rexceived DES (n=1)

!

l

l

Follow up imformation for primary endpoint awvailable:
wuntil Jam 15, 2012 (n=446)

Followed up and alive |n=445)

Deceased (n=1)
Follow up at lan 15, 2012 unavailable [n=1)

‘Withdrew [n=1)

Lost to follow up (n=0)

r

Follow up information for primary endpoint
awailable until Jan 15, 2012 (n=439)
Followed up and alive (n=438)
Deceased [n=3)
Follow up at Jan 15, 2012 unavailable (n=2)
Withdrew (n=2)
Lost to follow up [n=0)

Follow up information for primary end point
available wntil Jan 15, 20012 (n=163)
Followed up and alive (n=163)
Deceased (n=0)
Follow wp at Jan 15, 2002 wnavailable (n=3)
Withdrew [n=1)
Lost to follow up {n=2)

Analyzed on primary clinical endpoint (n=447)
Censared at time of boss. to follow up or
withdrawal (n= 1]

yzed on primany clinical endpoint (n= 441)
Censored at time of lost to follow up or
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Analyzed on primary dinical endpaint [n= 166)
Censored at time of lost to follow up or

withd in=3)
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A Primary End Point B Death from Any Cause
359 pCI vs. medical therapy: 359 POl vs. medical therapy:
Hazard ratio, 0.32 (95% €1, 0.15-0.53); P<0.001 Hazard ratio, 0.33 {35% CI, 0.03=3.17); P=0.31
£ 309 POl v registry: £ 30 Bl vs, registry:
Hazard ratio, 1.29 (95% €1, 0.45-3.39); P=0.51 Hazard ratig, 1,12 (35% CI, 0.05-27.33); P=054
259 Medical therapy vs. registry: 259 Medical therapy vs. registry:
a Hazard ratio, 4.32 (95% C1, 1.75-10.70); P<0.000 P Hazard ratio, 2,66 {95% CI, 0.14-51.18); P=0.30
i =R I B
PRt thevapy _g 154
2 2 —— Medical therapy
E " £ —a
b PQl o 5 Registry
N Registry
01 2 3 4 5 6 7 8 5101 12 0L 2 3 45 67 8 8 10UR
Months since Randomization Menths since Randomization
No. at Risk No, at Risk
Medical 441 414 370 322 283 253 220 192 162 127 100 70 37 Medical 441 423 390 350 312 281 247 219 188 154 122 30 54
therapy therapy
POl 447 414 335 351 308 277 243 212 175 155 117 92 53 BCI 447 423 396 359 318 288 250 220 183 163 122 95 34
Registry 166 156 145 133 117 106 93 74 64 52 41 25 13 Registry 166 156 145 134 118 107 96 76 &7 55 43 27 13
€ Myocardial Infarction D Urgent Revascularization
354 POl ws. medical therapy: 354 PCI va. medical therapy:
Hazard ratio, 1.05 (95% C1, 0.51-2.19); P=0.89 Hazard ratio, 0.13 {35% CI, 0.06-0.30); P<0.001
= 309 pCiws registry: = ¥ peivs. registry:
£ Hazard ratio, 161 (95% C1, 0.48-5.37): P=0.41 & Hazard ratio, 0.63 {95% CI, 0.19-2.03); P=0.43
23 Medical therapy vi. registry: 8 257 Medical therapy vs. registry:
jp.|  Hiazard ratio, LGS (955 CI, 0.50-5.47); P-0.41 .g go  Hazardratio, 465 {855 C1, 172-12.67]; P<0.001
% 154 F
3 5 Medical theragy a
L]
o4
1 2 3 4 5 6 7 8 5% o1l 12 1 2 % 4 %5 & 7 8 9% W1 12
No. at Risk Meonths since Randomization No. at Risk Menths since Randomization
Medical 441 421 386 341 304 273 239 212 182 148 117 B5 43 Medical 441 414 371 325 IB6 256 223 195 164 129 101 71 38
therapy therapy
o] 447 414 388 352 309 278 244 214 177 157 119 94 54 2] 447 421 395 356 315 285 148 217 180 160 119 93 53
Registry 166 156 145 134 118 107 95 75 65 53 42 26 13 Registry 166 156 145 133 117 106 54 75 65 53 42 26 12




A Primary End Point

Cumulative Incidence [%)
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ESTUDO FAME 2

Table 1. Clinical Events and Triggers of Urgent Revascularization.®
PCI Medical Therapy Hazard Ratio
Variable (N =447) (M =441) (95% i)t P Valued
no. (96)
Primary end point 36 (8.1) 86 (19.5) Q.39 (0.26-0.57) =0.001
Death from any cause & (1.3) & (L.8) 0.74 (0.26—-2.14) 0.58
Myocardial infarction 26 (5.8) 30 (6.8) 0.85 (0.50-1.45) 0.56
Urgent revascularization 18 (4.0) 72 (16.3) 0.23 (0.14—-0.38) =0.001
Death or myocardial infarction 29 (6.5) 36 (8.2) 0.79 (0.49-1.29) 0.35
Other end points
Death from cardiac causes 3 (0.7) 3 (0.7) 0.99 (0.20—4.90) 0.99
Rewvascularization
Arvy 36 (8.1) 179 (20.8) 016 (0.11-0.22) =0.001
Monurgent 18 (4.0) 117 (26.5) .13 (0.08—-0.22) =0.001
Stroke 7 (1.8) 4 (0.9) 1.74 (0.51-5,94) 0.37
Definite or probable stent thrombosis 7 (1.8) 2 {0.5) 3.48 (0.72-16.8) 0.10
Triggers of urgent revascularization according to
Canadian Cardiowvascular Society class§
Any trigger
All classes 18 (4.0) 72 (16.3) 0.23 (0.14—0.38) <0.001
Q.1 erll 4 (0.9) 7 (1.6) 0.56 [0.16-1.93) 0.35
" 3 (0.7) 20 (4.5) 0.14 (0.04-0.49) «<0.001
W 11 (2.5) 47 (10.7) 0.22 (0.11-0.42) =0.001
Myocardial infarction or changes on ECG
All classes 15 (3.4) 31 (7.0) 0.47 (0.25—0.86) .01
0.1, or 3 (0.7) 4 (0.9) 0.74 (0.17-3.31) .69
i Z (0.4) 7 (1.6) 0.28 (0.06-1.35) .09
" 10 (2.2) 21 (4.8) 0.46 (0.22-0.98) 0.04
Clinical features only
All classes 3 (0.7) 43 (9.8) 0.07 (0.02—0.21) <0.001
o1, er 1 (0.2) 3 (0.7) 0.23 (0.03-3.17) 0.31
i 1 (0.2) 14 (3.2) 0.07 (0.01-0.53) 0.001
" 1 (0.2) 27 (6.1) 0.03 (0.00—0.26) =0.001

= ECG denotes electrocardiography, and PCI percutaneous coronary intervention.

1 Hazard ratios are for the PCI group as compared with the medical-therapy group.

i P values were calculated with the use of the log-rank test.

§ Patients could have more than one event. The Canadian Cardiovascular Society grades the severity of angina as follows:
class 1, angina only during strenuous or prolonged physical activity; class 11, slight limitation, with angina only during
vigorous physical activity: class 111, symptoms with activities of everyday living (moderate limitation): and class IV, in-
ability to perform any activity without angina or angina at rest (severe limitation).




Table 1. Clinical Events and Triggers of Urgent Revascularization_*
P Medical Therapy Hazard Ratio
Wariable (™= 2-47) (M =<441) (2536 Cl)§ P Walwes
o, E]
Primary end point 36 (8.1) B6 (19.5) 038 (0.26—0.57) = 0001
Death from any cause & (1.3) & (L.8B) 0. 74 (0.26—2.14) 0.58
myacardial infarction 25 (5.8) I0 ([6.8) O.BE5 (0.50—1.45) .56
Urgent revascularizaticn 18 (4.0) 72 (16.3) 0. 23 (D 14—0. 38) =001
Dreath or myocardial infarcticomn 29 (6.5) 36 (8.2) OLF9 (D41 . Z9) O35
Orther end points
Death from cardiac causes 3 (D7) I (O 0L99 (O 20—a, S0 0.9
Revascularizaticn
vy 36 (8.1) 17 ([ A0.6) OLL6 (O.11—0.232) =L
Momurgent L8 (4.0 117 (26.5) 013 (0.08—0.22) =IO L
Stroke F(l.s) 4 (0. 9) 1L.74 (0.51—5.94) o337
Definite or probable stent thrombosis F(l.s) 2 (O.5) 3. 48 (0. 72—16.8) .10
Triggers of urgent revascoularization according to
Canadian Cardicvascular Society class§
Ay trigger
All classes 1LE («4.0) 7= (16.3) 0.3 (0.14—0.FE) =0 O01
O, 1, or il 4 (O.5) F(1L.8) 0.56 (O.16—1.93) .35
e 3 (O.7) 20 (4.5) O L4 (O 04—0, S5 IO OO
" 11 (2.5) 4F (LO.7) 022 (0.11—0.42) =0 001
Myocardial infarction or changes on ECG
All classes 15 (3.4) 31 (7.0) O.47 (O.25—0.85) o001
O. 1, or Il 3 (O.7) 4 (0.9) .74 (OL1T—3.31) 06D
wn Z (O.a) T {1.5) 028 (OLO06—1.35) 005
(A" Lo (2.2) 21 (4.8) 046 (O.Z22—0.98]) Lee L
Clinical features only
Al classes 3 (0.7 43 (9.8) 007 (0.0Z2—0.21) =0 001
o, 1, or Il 1 (O2) 3 {O.7) 0.33 (0.03—3_17) 0.31
e 1 (O2Z) 14 (3.2) 007 (0.01—0.53) oD
" 1 (O.2) 27 (6.1) .03 (0.00—0.25) = 0001

= ECG denores electrocardicography, anmnd PCI percutaneaous Soromary imtersention.

T Hazard ratios are for the PCI group as compared with the medical-therapy group.

i P walues were caloulated with the use of the log-rank test.

% Patients cowld hawve more tham one event. The Canadian Cardiovascular Society grades the sewerity of angina as follows:
class 1, angina only during strenuous aor prolonged physical activity: class 11, slight mitation, with angina only during
wvigorous physical activity; class 111, symptorms with activities of everyday living (moderate limitation); and class 'V, in-
ability to perform any activity withouwt angina or angina at rest (sewere limmitation).
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- PROSPECTIVO, RANDOMIZADO;
- POPULACAO: TRIARTERIAIS SEM ENVOLVIMENTO DE TCE
- COMPARARA ICP GUIADA POR FFR VERSUS CIRURGIA DE RM;

- DESFECHO PRIMARIO: OBITO, INFARTO, AVC, QQ. REVASC APOS
1A;

- PREVISTA INCLUSAO DE 1500 PACIENTES

- AGOSTO DE 2017 E A DATA DE CONCLUSAO PRIMARIA



ESTUDO FUTURE

- RESULTADOS "PREOCUPANTES" APRESENTADOS EM NOV/2014 NO ACC

- COMPARARIA ESTRATEGIA GUIADA POR FFR VERSUS PCI EM PACIENTES
COMPLEXOS, DE ALTO RISCO (MULTIARTERIAIS E/OU ENVOLVIMENTO DO TRONCO)

- INCLUIRIA 1728 PACIENTES

- INTERROMPIDO APOS A INCLUSAO DE 933 PACIENTES POR UM EXCESSO DE
MORTALIDADE (QUE POSTERIORMENTE SE PROVOU SER NAO SIGNIFICATIVO) NO
GRUPO F.F.R. SEM BENEFICIO CLINICO

- APESAR DESSES ACHADOS O "FUTURO" DA F.F.R. AINDA E PROMISSOR



ESTUDO IRIS

- ESTUDO SUL-COREANO (30 CENTROS), INCLUIU TODAS OS PACIENTES SUBMETIDOS A
F.F.R. DE PELO MENOS 1 LESAO

- REGISTRO PROSPECTIVO DE 5846 PACIENTES COM 12.421 LESOES (MAIOR REGISTRO
PROSPECTIVO ATE O MOMENTO), 8633 F.F.R. REALIZADOS;

- AVALIOU O FFR COMO VARIAVEL DISCRETA E CONTINUA

- CORROBORA PARA DEMONSTRAR O VALOR PROGNOSTICO DO F.F.R. COMO PREDITOR
INDEPENDENTE DE EVENTOS

- PARA LESOES COM F.F.R. < 0,75 A REVASCULARIZACAO FOI MELHOR; SE F.F.R. > 0,75,
NAO MOSTROU BENEFICIO DA REVASC.
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12421 lesions in 5846 patients

L 2

With FFR measurement | Without FFR measurement
(8633 lesions) | (3788 lesions)
b L L -
|
Deferral ; Revascularization Deferral Revascularization |
(6468iesions) [ {2165 lesions) (2178lesions) (1610 lesions)
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[J Revascularization
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FFR Category aHR (95% CI) P value

>0.86 —=—— .42 (0.09-1.97) 0.27

;0.81-0.85 —m— 121 (0.44-3.36) 0.71

10.76-0.80 M4 083(0.46-1.50) 0.53

0.71-0.75 b . 0.47 (0.24-0.89) 0.021

1<0.70 — 0.47 (0.26-0.84) 0.012
. .

|
0.01 0.1 1 10

Rev. Better Deferral Better
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(A) Major Adverse Cardiac Events

Log Hazard Ratio

Fractonal Flow Reserve
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Table 3. Adjusted Risk of Major Adverse Cardiac Events in Deferred Lesions Acconding to the Fractional Flow Reserve

173 666 I 1.99 43 1.60 1.06
(1.44) (3.28-13.5) _9.8) (2.26—7.05) (1.47—4.20) (0.91 —2.80) L i
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F.F.R. VERSUS R.M.P.: ESTUDO MR-INFORM

- ESTUDO REALIZADO EM LONDRES, INGLATERRA

- INCLUIU 918 PACIENTES COM ANGINA ESTAVEL

- PROSPECTIVO, RANDOMIZADO 1:1 (CATE+F.F.R. VERSUS R.M.P.)
- GRUPO F.F.R.: CATE4-F.F.R. DE TODAS AS LESOES 40-95%;

- GRUPO R.M.P.: R.M.P. APENAS, CATE COM INTENCAO DE REVASC. SE DEFEITO DE
PERFUSAO DE 2 OU MAIS CORTES OU SEGMENTOS ADJACENTES;

- DIMENSIONADO PARA NAO-INFERIORIDADE DA R.M.P.;

- DESFECHO PRIMARIO: MACE EM 1 ANO.



MR-INFORM - RESULTADOS:

FFR (N=464) | R.M.P. (N=454) | p
MACE 3,9% 3,3% 0,62
OBITO 0,22% (1) | 0,89% (4)
IAM 1,7% 1,8%
REVASC REPETIDA 1,9% 0,7%
CATE SEM LESOES OBSTRUTIVAS 35,6% 8,1%"
REVASC DURANTE EVENTO iNDICE 44,2% 36,0% 0,0053

* APENAS 49,6% DOS PACIENTES NO GRUPO R.M.P. FIZERAM CATE

REF.: APRESENTAGCAO DO AUTOR (NAGEL AC) NO ACC 2017 EM 17/03/2017
____________________________________________________________________________________



CONCLUSOES

- F.F.R.E SEGURO E VIAVEL COMO ESTRATEGIA PARA ORIENTAR O TRATAMENTO DE
LESOES DE DIF{CIL INTERPRETACAO ANGIOGRAFICA;

- O SEU USO PRE-PROCEDIMENTO E POS-PROCEDIMENTO TRAZ INFORMACOES
PROGNOSTICAS DE FORMA INEQUIVOCA;

- O SEU USO PARA GUIAR O TRATAMENTO NAO PARECE ALTERAR MORTALIDADE ATE
O MOMENTO (MAS A REVASC. BEM INDICADA REDUZ EVENTOS);

- UM BOM RESULTADO POS IMPLANTE PRENUNCIA BONS RESULTADOS MAS NAO E O
MELHOR METODO PARA AVALIAR IMPLANTES;

- NAO ESTA CLARO SE ACRESCENTA INFORMACOES SE COMPARADO COM METODOS
NAO-INVASIVOS.
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