FERRARA
Palazzo della Racchetra

20 -21 - 22 ottobre 2016

Indicazioni all’ASA dopo la TAO

Cimminiello C. - Milano



Indicazioni all’ASA dopo la TAO “

Il razionale biologico per I'impiego di ASA nel TEV

Il ruolo delle piastrine nell’attivazione dei neutrofili
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Indicazioni all’ASA dopo la TAO

DEEP VENOUS
No of THROMBOSIS STRATIFIED Odds ratio and % odds
Category trials Antl- Adjusted STATISTICS confidence interval reduction
of trial with data platelet controls’  O-E Varlance (Antiplatelet : Control) (SD)
:
Surgical patients: | :
Genaeral surgery 22 2768/1434  396/1459 -487 1061 - 37% (8)
: (194%)  (27.1%) '
Traumatic orthopaedic 10  163/454  186/444  -151 415 ——t 31% (13)
surgery (35.9%) (41.9%) ;
Elective orthopaedic 13 180/427  232/436 -264 423  —W— 49% (11)
surgery (37.5%) (53.2%) E
L]
B AL suRcical! 45 601/2315 B14/2339 -932 1898 5 39% (6)
(26.0%)  (34.8%) ;
High risk medical 8  39/261 61/266 -107 194 —d—— 42% (17)
patients (14.9%)  (22.9%) ‘
B A TRIALS! 53 640/2576 875/2605 -103-9 209-2 S 39% (5)
(24.8%)  (33.6%) :
Heterogeneity of odds reductions: —— -
- batwaen four of trial X% = 2.2; NS 0 o5 10 15 20
~ between 53 trials X%, = 104.5; P=0,00002 Antipiatelet | Antiplatelet
t Crude. unadjusted control total = 700/2050 for surgical patients. therapy therapy
{All trials in medical patients were evenly randomised.) better worse
Treatment effect 2P<0-00001

Antiplatelet Trialists’ Collaboration BMJ 1994; 308;235-246
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PULMONARY
No of EMBOLISM STRATIFIED Odds ratio and % odds
Category trials Anti- Adjusted STATISTICS confidence interval  reduction
of trial with dista pisteist controls? = O-E Varance (Antiplatelet : Controf) (SD)
Surgical patlents: |
Ganeral surgery 28 16/3408  53/3419 -207 168 —=i— 71% (14)
(0.5%) (1.7%) ;
Traumatic orthopaedic 11  14/504  34/484 -85 104 —e=—— 60% (20)
surgery (2.8%) (6.9%) 5
Elective orthopaedic 16  14/529 29/537 -2 86 I 51% (24)
surgery (2.6%) (5.4%) i
» ALL suraicaLt 53 44/4841 121/a450 -364 358 <> 84% (10)
(1.0%) (2.7%) E
High risk medical 8  3/275 8/280 -22 24 —+ -
patients (1.1%) (2.9%) :
" ALL TRIALST 62 47/4716 129/4730 -38-5 382 <> 64% (10)
(1.0%) (2.7%) i
Heterogeneity of odds reductions: S ;
~ between four of il X%, = 1.7: NS o o5 10 15 20
- between 62 trals 1, = 37.5: NS Antipiatelet | Antiplatelet
tCrude, unadjusted control total = 109/3836 for surgical patients. therapy therapy
(Al trials in medical patlents were evenly randomised.) better worse
Treatment effect 2P <0-00001

Antiplatelet Trialists’ Collaboration BMJ 1994; 308;235-246
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Pulmonary embolism

Omnly 32 tmals planning to record symptomatic pulmo-
nary embolism had recorded at least one non-fatal
event, and among them antiplatelet therapy signifi-
cantly reduced the risk of fatal or non-fatal pulmonary
embolism (150/32 777 (0.46%) antplatelet v 200/
32758 (0.61%) adjusted control; odds reduction 25%
(10%); P<C0.01). In both the treatment group and the
control group, about half of those who had a
pulmonary embohsm survived to the end of the tral.

Hence, the nsk reducton was about one quarter m
both cases (although with wide confidence mtervals).

Antithrombotic Trialists” Collaboration BMJ 2002; 324;71-86
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2.1.1. In patients undergoing total hip arthro-
plasty (THA) or total knee arthroplasty (TKA),
we recommend use of one of the following for a
minimum of 10 to 14 days rather than no anti-
thrombotic prophylaxis: low-molecular-weight
heparin (LMWH), fondaparinux, apixaban, dab-
igatran, rivaroxaban, low-dose unfractionated
heparin (LDU justed-dose vitamin K antag-
pnist (VKA) Jall Grade 1B), or an inter-
mittent pneumatic compression device (IPCD)
'‘Grade 1C).

Antithrombotic Therapy and Prevention of Thrombosis,
oth ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines
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Antithrombotic Therapy and Prevention of Thrombosis,
9th ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines

Treatment beyond Acute Period

 Surgery-associated DVT/PE: recommend 3 months. (1B)

 Non-surgical transient risk factor: recommend 3 months over 6 or more

months.

* Unprovoked DVT/PE and low/intermediate risk for bleeding: suggest

extended anticoagulation . High bleeding risk: 3 months

* Cancer patient with DVT/PE: recommend/suggest extended therapy.

LMWH rather than VKA (2C).

Kearon C et al. Chest 2012;141(2)(Suppl):e419S-e494S]
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Definitions for ‘VTE provoked by a transient risk factor’,
‘VTE provoked by a persistent risk factor’ and ‘unprovoked VTE’
Guidance from SSC of ISTH

VTE PROVOKED BY ATRANSIENT RISK FACTOR

Minor (yet important ) transient risk factor during the 2 months

before diagnosis of VTE

A nsk factor i1s considered ‘minor’ if it has been shown to be

associated with:

(1) half the risk of recurrent VTE after stopping anticoagulant ther-
apy (compared with if there was no transient nsk factor), when
the risk factor occurred up to 2 months before the VTEYT; or

(2) a3 to 10-fold increase in the risk of having a first VTE.

Examples:

¢ Surgery with general anesthesia for less than 30 nmun.

 Admission to hospital for less than 3 days with an acute illness.

* Estrogen therapy.

* Pregnancy or puerperium.

 Confined to bed out of hospital for at least 3 days with an acute

1liness.

* Leg injury associated with reduced mobility for at least 3 days.

Kearon C et al JTH 2016; 14:1480-83
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WARFASA Trial Design

Aspirin (100 mg daily)

|
. > 1
First unprovoked
proximal DVT or PE |
I
Double-blind treatment for at least 2 years (max |
Rand 4 years) I . :
> 2 weeks after | ecurren .
R Sympt.omatlc
6-18 months withdrawn | Confirmed
Anticoagulant I VTE
Therapy
Placebo (once daily) |
|
> |
|
I
Follow up at 1 and 3 months and I

3 monthly intervals thereafter

Becattini C et al; NEJM 2012; 366:1959-1967
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WARFASA
Baseline Characteristics
Characteristic Placebo Aspirin
n=197 n=295
Age in years - mean (SD) 62.1+15.1 61.9415.3
Body-mass index (kg/m?) 27.5+3.8 27.1+4.0
Index event
Deep-vein thrombosis only 130 122
Pulmonary embolism only 67 83
Months of initial AC before rand. (%)
6 62 76
12 112 111
18 23 18

Becattini C et al; NEJM 2012; 366:1959-1967
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WARFASA

Primary Outcome - Recurrent VTE
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Cumulative Hazard
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HR 0.58
95% Cl1 0.36 t0 0.93
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WARFASA

Secondary outcomes and Bleeding

Aspirin Placebo Hazard Ratio
Event (N=205) (N=197) (95% Cl) P Value
number of events
Recurrent VTE
Total episodes 28 43 0.58 (0.36-0.93) 0.02
Pulmonary embolism 11 14 0.70 (0.32-1.54) 0.37
Fatal pulmonary embolism 1 1
Deep-vein thrombosis 16 28 0.51 (0.27-0.94) 0.03
Episodes during treatment 23 39 0.55 (0.33-0.92) 0.02
" Bleeding
Major bleeding or clinically relevant nonmajor bleeding 4 4 0.98 (0.24-3.96) 0.97
Major bleeding 1 1
Clinically relevant nonmajor bleeding 3 3
~ Death 3 5 L04 (032-342) 03> |
313 47 062.(040-097) 00
Arterial event & 5% 143 (0.47-4.37) D.Sﬁ
Recurrent V Ik or arterial event 30 48 Ue/ (U4s=1.U3) Ule
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ASPIRE Trial Design

Aspirin (enteric coated ,100 mg daily)

|
. > 1
First unprovoked
proximal DVT or PE |
I
Double-blind treatment for at least 2 years (max |
4 years) I
Recurrent
> | Symptomatic
Anticoagulant | Confirmed
Therapy I VTE
Placebo (once daily) |
|
> |
|
I
Follow up at 1 and 3 months and I

3 monthly intervals thereafter

Brighton TA, et al. N Engl J Med. 2012;367:1979-87
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ASPIRE
Baseline Characteristics
Characteristic Placebo Aspirin
n=411 n=411

Age in years - mean (SD) 54 (15.8) 55 (16.0)
Male (%) 54 55
Body-mass index (kg/m?) (%)

<30 66 61

>30 34 39
Index event (%)*

Deep-vein thrombosis only 56 57

Pulmonary embolism only 29 27

Both 14 14
Months of initial AC before rand. (%)

<3 1 1

3-6 24 28

6—12 65 63

>12 10 8

* 6 patients (1%) in each group did not meet eligibility criteria but were included in an intention-to-treat analysis.



Cumulative risk

No. at risk

Placebo

Aspirin

Indicazioni all’ASA dopo la TAO

ASPIRE
Primary Outcome - Recurrent VVTE
0.3
HR = 0.74 (95% Cl: 0.52-1.05), p=0.09
0.2
0.1 Aspirin
00 1 2 3 4
Years since randomization
411 341 282 205 135
411 369 299 217 151

Brighton TA, et al. N Engl J Med. 2012;367:1979-87
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ASPIRE Secondary Outcomes

Myocardial infarction 6 2
Stroke 5 4
Cardiovascular death 8 4

Major bleeding 6 8
Other clinically relevant
. 2 6
bleeding

Death from any cause 18 16




INSPIRE: meta-analysis ASPIRE & WARFASA

Evant rata/year (%)
Placabo Aspinin

Subgroup (=608)  (n=616) Hazard ratio (95% Cl) P
Venous thromboambalism 112 (7.5) 81 (5.1) - 0.65(0.49-0.86)  0.003
Major vascular events 120 (B7) 91 (57) B 0.63 (0.48-0.83) <0.001
MNat clinical banafit 144 (9.8) 103 (B.5) o 0.64 (0.50-0.83) <0.001
Pulmonary embalism 42(26) 2T (1.7) —— 0.63(0.39-1.02)  0.08
Deap-vein thrombosis 85(55) 59 (3.6) - 0.63(045-0.88) 0.006
All-cause mortality 23(14) 20(1.2) —a— 0.82 (0.45-1.52) 0.53
Major blaeding 7(04)  9(05) O 1.31 (0.48-3.53)  0.60

favors aspinn favors placabo

Simes J, et al.Circulation 2014;130:1062-71
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Active Control Design Tx Duration  Patients

Recurrent VTE ~ Major-bleeding
(%) %
C A C

EINSTEIN Ext  Rivaroxaban Placebo Superiority @ 6-12 months 1196 1.3

=T

RESONATE Dabigatran Placebo Superiority 6 months 1343 04 56 03 O

ASPIRE Aspirin Placebo Superiority 48 months 822 48 6.5 0.1 05

WARFASA Aspirin Placebo Superiority > 24 months 402 6.6 11.2 10 1.1
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A network meta-analysis

'tbmparative efficacy and safety of anticoagulants and aspirin for
extended treatment of venous thromboembolism:

DVT PE Non-fatal PE Fatal PE Mortality CRNMB

Apixaban 2.5 mg 0.11 NA 053 0.28 049 1.30

(0.05 to 0.26) (0,12 to 1.25) (0,06 to 135) (020t0121) (072 o 2.33)
Apixaban 5 mg 0.15 NA 0.27 044 0.29 1.82

(0.07 to 0.32) (0091t 0.82) (0.11t0169) (0.10to 0.87)
Aspirin 0 0.77 065 0,98 0.95 (1.05to 3.15)

(055 to1.08) (0370 1.59) (041 to1.03) (0,14 t0692) (053 to 1.70) 1.70
Dabigatran 0.08 NA 0.15 035 026 (055 tn 522)

(0,02 to 0.30) (0,03 to 0.69) (001 t02391) (0.04 to 1.66) NA ’
|draparinux 029 026 0.10 210 234

(0.08 t01.02) (0.07 to 092) (0,01 to 0.73) (0,19 to 22.90) (0.72 to 758)
Rivaroxaban 0.16 NA 0.15 099 049 M A

(0.06to 0.41) (0,03 to 0.67) (0.06 to 15.70) (0,04 to537)
Vitamin K antagonists 0.06 0.18 0.9 035 030 453

(0,01 to 0.25) (0,02 to 1.43) (0,02 to 0.43) (001 to 8.54) (0,05 to 1.82)

— , —— , (203 to 10.11)
Values represent relative risks and 95% confidence intervals, Statistically significant results are in bold. NA

Abbreviations: CRNME = clinically relevant non-major bleeding; DVT = deepvein thrombesis; NA = not applicable; PE = pulmaonary

Sobieraj N et al Thromb Res 2015
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Antithrombotic Therapy for VTE Disease
CHEST Guideline and Expert Panel Report

Aspirin for Extended Treatment of VTE

*12. In patients with an unprovoked proximal DVT
or PE who are stopping anticoagulant therapy and
do not have a contraindication to aspirin, we suggest

aspirin over no aspirin to prevent recurrent VIE
(Grade 2B).

«...If a patient has decided to stop anticoagulants, prevention of
recurrent VTE is one of the benefits of aspirin that needs to be
balanced against aspirin’s risk of bleeding and inconvenience.

Use of aspirin should also be reevaluated when patients stop
anticoagulant therapy because aspirin may have been stopped
when anticoagulants were started. "

Kearon C et al CHEST 2016; 149:315-352
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INSPIRE: meta-analysis ASPIRE & WARFASA

Effects of treatment on VTE in each year of follow-up

Events (nM) Event rate %) P for
Year Placsho  Asprin Placsbo Aspinn HR (95% Cl) frend
1 ae0s M&E16 110 5.4 - 0.31
|
2 EMED  ZRS31 27 28 ———
|
3 18378 151412 1.7 1.3 — -
|
4 o240 o259 1.0 0.9 | »
|
I
& 112/608 81616 75 5. 1 (}
02 1 2

Tavors &S panin Bvors placsdsn

Simes J, et al.Circulation 2014;130:1062-71
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CONCLUSIONI

@\@ | risultati degli studi WARFASA e ASPIRE confermano
il ruolo dell’aspirina anche nel versante venoso

@)\@ Nella prevenzione secondaria prolungata del TEV
ASA e meno efficace dei DOACs ma - forse - piu
sicuro sul versante emorragico

@‘\@ Il basso costo e I'ampia disponibilita (anche in realta
meno evolute) fanno dell’ASA una risorsa
interessante per questo tipo di prevenzione



