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  nell’anziano	
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  lo	
  studio	
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Quale il rischio di recidiva negli anziani? 
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2008 

The	
  risk	
  of	
  recurrence	
  decreased	
  by	
  a	
  factor	
  of	
  0.8	
  for	
  each	
  10-­‐year	
  increase	
  in	
  age.	
  
	
  

991	
  pa-ents	
  aged	
  ≥65	
  years	
  with	
  acute	
  VTE	
  were	
  followed	
  (during	
  AC	
  and	
  	
  
aaer	
  AC	
  was	
  stopped)	
  in	
  a	
  mul-center	
  Swiss	
  cohort	
  study	
  (median	
  age:	
  75	
  y)	
  
(Lauber	
  et	
  al.	
  Am	
  J	
  Med	
  2018)	
  
	
  

Cumula-ve	
  incidence	
  of	
  	
  
recurrences	
  at	
  3	
  y	
  =	
  
	
  
Umprovoked: 	
  15.3%	
  
Provoked: 	
   	
  12.6%	
  
Cancer: 	
   	
  16.2%	
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•  991 patients aged ≥ 65 y with acute VTE were followed in a multicenter 
Swiss cohort study.

Conclusions
•  Elderly patients with acute VTE have a substantial longterm overall 

mortality (21%)

•  Cancer (34%), pulmonary embolism (18%), infection (17%), and 
bleeding (6%) were the most common causes of death.

2016	
  

Quale il rischio emorragico con il 
trattamento prolungato? 
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Blood	
  2014	
  

Pa#ents	
  	
  
(total	
  1010)	
  

Number	
  	
   Recurrences	
  	
   Major	
  Bleed	
  	
  
(total	
  14	
  )	
  

=>	
  75	
  y	
  No	
  VKA	
   154	
  (15.2%)	
   15	
  (9.7%)	
   /	
  

=>	
  75	
  y	
  VKA	
   162	
  (16.1%)	
   3	
  (1.8%)	
   8	
  (4.9)	
  (1	
  fatal)	
  

Kearon et al. ACCP 
Chest 2016 

Low risk (no factors)           = 0.8%/y MB 
Moderate (one factor)         = 1.6%/y     
High (two or more factors)  = ≥6.5%/y   “  
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T&H 2013 

The case-fatality rate of recurrent VTE decreases over time during  
anticoagulation, while that of major bleeding remains stable 

Possiamo identificare e trattare solo gli 
anziani a più alto rischio di recidiva? 
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2017	
  

Conclusions:	
  
Our	
  results	
  suggest	
  that	
  tes-ng	
  for	
  gene-c	
  	
  
thrombophilia	
  may	
  not	
  be	
  beneficial	
  in	
  	
  
elderly	
  pa-ents	
  with	
  a	
  first	
  
unprovoked	
  VTE	
  
	
  

Conclusion:	
  
D-­‐dimer	
  tes-ng	
  alone	
  may	
  not	
  be	
  useful	
  in	
  iden-fying	
  elderly	
  pa-ents	
  
with	
  unprovoked	
  VTE	
  who	
  are	
  at	
  low	
  risk	
  of	
  recurrent	
  venous	
  
thromboembolism	
  and	
  in	
  whom	
  an-coagulants	
  may	
  be	
  safely	
  stopped	
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DASH	
  Model	
  valida-on	
  
Predic'ons	
  are	
  accurate,	
  but	
  limited	
  predic've	
  

value	
  for	
  pa'ents>65	
  years	
  

Tose;o	
  et	
  al.	
  J	
  Thromb	
  Haemost,	
  2017.	
  

Age>65	
  yrs	
  

Age<65	
  yrs	
  

Sono i DOAC a basso dosaggio la 
soluzione definitiva? 
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NEJM	
  2013	
  

The	
  Einstein-­‐Choice	
  trial	
  
Weitz	
  et	
  al.	
  NEJM	
  2017	
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Prevalence of elderly VTE patients  
(=> 75 y) in recent studies for  

secondary prevention 

Studies	
   Elderly/total	
   %	
  

DULCIS	
  (2014)	
  (management)	
   316/1010	
   31.3	
  

START2-­‐Register	
   663/2263	
   29.3	
  

AMPLIFY	
  Extension	
  (2013)	
  (trial)	
   329/2482	
   13.2	
  

EINSTEIN	
  CHOICE	
  (2017)	
  (trial)	
   394/3365	
   11.7	
  

NEJM	
  2013	
  

Mean	
  age	
  =	
  56.6	
  y	
  
=>	
  75	
  y	
  	
  =	
  329/2482	
  (13.2%)	
   EFFICACY	
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NEJM	
  2013	
  

Mean	
  age	
  =	
  56.6	
  y	
  
=>	
  75	
  y	
  	
  =	
  329/2482	
  (13.2%)	
  

NEJM	
  2017	
  

mean	
  age	
  =	
  57.9	
  y	
  
=>	
  75	
  y	
  	
  =	
  	
  394/3365	
  (11.7%)	
  

EFFICACY	
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NEJM	
  2017	
  

mean	
  age	
  =	
  57.9	
  y	
  
=>	
  75	
  y	
  	
  =	
  	
  394/3365	
  (11.7%)	
  

SAFETY	
  (M+CRNMB)	
  

Comments 
Extended treatment for VTE in elderly population  

 
a) the recent extension studies with DOACs 

proved less satisfactory for efficacy and 
safety in elderly patients 

b) Aspirin was poorly effective against 
recurrences, with a high rate of bleeding 
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In	
  pa-ents	
  with	
  a	
  first	
  unprovoked	
  proximal	
  DVT	
  or	
  PE	
  	
  
and	
  who	
  have	
  a:	
  
	
  
(i)	
  low	
  or	
  moderate	
  bleeding	
  risk,	
  we	
  suggest	
  extended	
  AC	
  therapy	
  	
  

	
  (no	
  scheduled	
  stop	
  date)	
  (Grade	
  2B)	
  	
  
(ii)	
  high	
  bleeding	
  risk,	
  we	
  recommend	
  3	
  months	
  of	
  AC	
  therapy	
  over	
  	
  

	
  extended	
  therapy	
  (Grade	
  1B)	
  
	
  
All	
  pa-ents	
  who	
  receive	
  extended	
  AC	
  therapy	
  should	
  be	
  reassessed	
  	
  
at	
  periodic	
  intervals	
  (e.g.	
  annually).	
  

2016	
  

≥	
  6	
  months	
  for	
  idiopathic	
  first	
  episode	
  (grade	
  1A)	
  
≥	
  12	
  months	
  for	
  recurrent	
  idiopathic	
  or	
  con-nuing	
  risk	
  factor	
  (grade	
  1C)	
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Sono possibili alternative terapeutiche? 
(protezione, con  basso rischio emorragico) 

Andreozzi	
  et	
  al.	
  
Circula-on	
  2015	
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Andreozzi	
  et	
  al.	
  
Circula-on	
  2015	
  

2018	
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Lo studio Giasone: 
pazienti => 75 a. con 1° TEV 
Prevenzione delle recidive 
dopo almeno 3 mesi di AC 

Titolo	
  dello	
  studio	
   Studio	
  Giasone	
  (The	
  Jason	
  study)	
  	
  
Prevenzione	
  secondaria	
  con	
  sulodexide	
  nei	
  pazien#	
  anziani	
  dopo	
  
una	
  trombosi	
  venosa	
  profonda,	
  con	
  o	
  senza	
  embolia	
  polmonare	
  

Disegno	
   Mul-centrico,	
  italiano,	
  randomizzato	
  e	
  controllato	
  con	
  
placebo	
  	
  
	
  	
  

Promotore	
  	
   Fondazione	
  Arianna	
  An-coagulazione	
  	
  
(Gruppo	
  TRIP)	
  
	
  	
  

Supporto	
  
	
  	
   Alfasigma	
  (farmaco+placebo+supporto	
  economico)	
  

Centro	
  Coordinatore	
   C.	
  Lodigiani	
  (Humanitas,	
  Milano)	
  
	
  	
  

Pazien#	
  
	
  	
   ≥	
  75	
  a.,	
  con	
  1°	
  TVP	
  ±	
  EP,	
  dopo	
  AC	
  per	
  >	
  3	
  mesi,	
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Paz.	
  con	
  1°	
  TEV;	
  
AC	
  >	
  3	
  m.;	
  
età	
  =>	
  75	
  a.	
  

FLOW-­‐CHART	
  STUDIO	
  GIASONE	
  

Criteri	
  di	
  
esclusione	
  

Contaso	
  per	
  	
  
aderenza	
  a	
  30	
  g	
  

Consenso	
  
informato	
  

Randomizzazione	
  a	
  
uno	
  dei	
  3	
  
trasamen-	
  

Visita	
  al	
  4°	
  mese	
   Visita	
  al	
  8°	
  mese	
   Fine	
  studio	
  al	
  12°	
  
mese	
  

Telefonata	
  di	
  
controllo	
  dopo	
  

2	
  mesi	
  

Sulod.	
  2cp	
  x	
  2	
  
die	
  

Sulod.	
  1cpx	
  +	
  1	
  
placebo	
  x	
  2/	
  die	
  	
  

Placebo	
  2	
  cp	
  x	
  
2/die	
  

x	
  12	
  mesi	
  	
  

Obiettivi 

•  Efficacia: sulodexide: incidenza di recidive di TEV in 
pazienti anziani, con 1° episodio di TEV, dopo > 3 
mesi di AC.  

 Target: - 35% di recidive vs placebo  
•  Sicurezza del sulodexide: non-inferiorità per EM verso 

placebo 
 Target: EM ≈ 1% (lim. sup. confidenza non > 3%)   
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Previsti circa 40 centri 
 

Marzo 2019: AIFA eComitati Etici 
Settembre 2019: 1° paz. 	
  

	
  
	
  

segreteria@fondazionearianna.org	
  

Grazie dell’attenzione 


