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Relevant new aspects 2014

Recently identified predisposing factors for venous thromboembolism.
Simplification of clinical prediction rules

Age-adjusted D-dimer cut-offs

Sub-segmental pulmonary embolism (PE)

Incidental, clinically unsuspected PE

Advanced risk stratification of intermediate-risk PE

Inttiation of treatment with vitamin K antagonists

Treatment and secondary prophylaxis of venous thromboembolism with
non-Vitamin-K-dependent oral anticoagulants (NOACSs)

9. Efficacy and safety of reperfusion treatment for patients at intermediate risk
10. Early discharge and home (outpatient) treatment of PE
11. Current diagnosis and treatment of CTEPH

12} Formal recommendations for the management of PE in pregnancy and of
 PE in patients with cancer .
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Caratteristiche cliniche
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Test routinari
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Probabilita clinica pre-test
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Probabilita clinica pre-test
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Strategie diagnostiche
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Sospetta EP con shock o ipotensione

CT anglography immediately avallable

l‘ 'l‘ CT angiograghy .

e e T G
§ matient stabiized
; l *
o cah areni kbl U
nrﬂpﬂm'lﬂrurnhh:

Hﬂtnmt hu.r-:h for ather causes
= =

. E
Search for other causes .
al hasmodynamle instabdlity

L'embolia polmonare: diagnosi




Sospetta EP con shock o ipotensione

CT anglography immediately avallable
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Sospetta EP senza shock o ipotensione
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Sospetta EP senza shock o ipotensione
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» prodotto dall'attivazione della coagulazione e fibrinolisi

» elevato valore predittivo negativo

o fibrina prodotta anche in molte altre situazione
(neopasie, infiammazione, sanguinamenti, traumi,
interventi chirurgici, ecc)

o aumenta con l'eta
cut-off: 500ug/L
cut-off aggiustato per eta >60aa (eta x 10ug/L)

BMJ 2013;346:2492
JAMA 2014;311:117
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Age-Adjusted D-Dimer Cutoff Levels JAMA 2014;311:117
to Rule Out Pulmonary Embolism
The ADJUST-PE Study

Marc Fignori, M krsen Var Bs. MO PRE: Paul L, Cen Exter, M Paem-Manie Roy, MDLPhD: Fanck Verscnhoren, ME: Alecandre Ghoysen, MO

Clivie: T Rugschmann, MO Qiviar Sancher, MO: Mergan Jalfoeion, MO Albet Trnh-Cuc, MO; Catraee e Le Gall, MD: Farés Moustala, ME:

Apsgandta Pric e, MO Arjad Var Heoter, MO, Marie TenWielde, MO, FhD: Recde & Dooma MO, PhD: Germa Hazedaarn, MDD, Pera M G Erqens, PhE:
Klaas'd ManKralingee, MO Marge ) | H, Granenbaers, MO PRD, Mad F Dunian, MO Y Whikney Chegeg, MOy Guy Meper, MD: Heovi Boaname g, MO:
Manng W Huasman, MO FRD; Fieter W, Karphadsen, MO PRD; Gregeine Le Gal, MO, PnD

QRIECTIVE To praspectively vabdate whether an age-adjusted D-dimer cutof, defined as
age = 10 in patients 50 years or older, 5 assaciated with an incressed diagnastic yield of

D-dimer in elderly patients with suspected PE.

DESIGM. SETTINGS, AND PATIENTS _A multicenter. multinational, prospective management
outcome study in 19 centers in Bedgium, France, the Netherlands, and Switzerland betwesn
lanuary 1, 2000, and Februsry 28, 2013,

INTERVENTIONS All consecutive oulpatients who presented to the emengency depariment
with clinically suspected PE were assessed by a sequential diagnostic strategy based on the
climical probabidity assessed using either the simplified, revised Geneva score of tha 2-lewvel
Wels score for PE; highly sensitive D-dimer measurement; and computed tomography
pulmonary angiagraphy (CTPA). Patients with a D-dimer value between the comventional
cutalf of SO0 pg/L and their age-adjusted cutol did not undergo CTPA and were left
untreated and formally folowed-up for a 3-manth pesiod.

LAY OUTCOMES AND MEASURES The primary oubcome was the failure rate of the d

strategy, defined as adjudicated thromboembolic events during the 3-month follow-up
pericd amang patients not treated with anticoagulants on the basis of a negative

age-adjusted D-dimer cutalf result.
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Age-Adjusted D-Dimer Cutoff Levels JAMA 2014;311:117
to Rule Out Pulmonary Embolism
The ADJUST-PE Study

Marc Fignori, M krsen Var Bs. MO PRE: Paul L, Cen Exter, M Paem-Manie Roy, MDLPhD: Fanck Verscnhoren, ME: Alecandre Ghoysen, MO

Clivie: T Rugschmann, MO Qiviar Sancher, MO: Mergan Jalfoeion, MO Albet Trnh-Cuc, MO; Catraee e Le Gall, MD: Farés Moustala, ME:

Apsgandta Pric e, MO Arjad Var Heoter, MO, Marie TenWielde, MO, FhD: Recde & Dooma MO, PhD: Germa Hazedaarn, MDD, Pera M G Erqens, PhE:
Klaas'd ManKralingee, MO Marge ) | H, Granenbaers, MO PRD, Mad F Dunian, MO Y Whikney Chegeg, MOy Guy Meper, MD: Heovi Boaname g, MO:
Manng W Huasman, MO FRD; Fieter W, Karphadsen, MO PRD; Gregeine Le Gal, MO, PnD

RESULTS Of the 3346 |:-it wmmﬁmmmwﬁﬁvE]ﬁ
etients GBI
patierts (0,639 had 2
D-difmer bebwean 500 Lg;'L.i‘n:IlJ‘H.!gE—EIﬁ.EtB:I LIJtﬂﬂ[EE‘EI': IZI.]&E-H-I:-—]H’.I':] Thie 3-monih
falure rate in patients with a D-dirmer level higher than 500 pgfL but below the age-adjusted cut-
off was 1 af 331 patients (0.3% [95% 0, 005173611 Among the 766 patients 75 vears o older, af
whom 673 had anonhigh chmcal probability, using the ape-adjusted cuteff instead aof the S00
p/L cutodf increased the praportion of patkents inwham PE could be exduded on the basis of

D-dimer frof 43 D 673 patients (E.4%) (95% O, 4 8%-8 5%) 1@00e! 673 patients 075

(959 1, 26.4%:-33.3%), without arry additional fake-negative findings.

COMNCLUSIONS AND RELEVANCE Commpared with a fixed D-dimer cutolf of 500 pgfL, the

corrbination of pretest clinical prebability assessment with age-adjusted D-dimer cutalf was
associated with a larger numbser of patients inwhom PE could be considered ruled out with a

lorey likedibeosd of sulbsaauent clinical wenous theasmbaar balism.

L'embolia polmonare: diagnosi e tratt



Sospetta EP senza shock o ipotensione

Geneva 0-2 Cinical jadpmene or gprecicricn nube®
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Terapia

In base al rischio di mortalita

Risk paramiter sed seones

Signs of RV
EI mﬂﬁu

Cardiac laboracory
hkzrnarkers
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Eta 1 (se eta >80aa)
Neoplasia 1
Scompenso cardiaco cronico 1
o pneumopatia cronica
FC>110 bpm 1
PAS <100mmHg 1
Saturazione 02 <90% 1

L'embolia polmonare: diagnosi e trattamento



Terapia
In base al rischio proghostico
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EP con shock o ipotensione

Pz ad alto rischio

Serepaokinase 150 000 W) a3 a2 boafing dose oeer 30 minuoes,

ol icwmd by |00 D00 R4 creer 10-149 howry

Accekeraned regimen: 1.5 milkon I ower 3 hours

Lirokinase 4400 L.ikz 7 a laading dose over |0 mn. fol pwed
by #4000 ILAg per hour over | 2-34 howrs
Accekeraned regimen: 1 milion I ower I howrs
rePA | DG g ower 2 hours, o
0% mgheg oeer |5 minues (maximum dose 59 mg)
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Controindicazioni a Trombolisi

Akachste contraindicaficoe®

* Heemorrhagic siroRe or sroke of uninown origin 20 any dme

v lachwemic mrake in the preceding & monghn

» Cercral NErvOLs SFSIET Samage of reaplasms

Fecent mapr raumaurperpthesd iy noihe preceding 1 wessks
mtrmingestical blending within the g =omth

M novan bleeding risc

Refative contraindications

v Tra-seert achesermic attach in the precediog 6 momin

+ Cral astonaguam therapy

* Pregnancy, or within one weeh postpanums

v Nancampremible penctum die

* Travmankc neuscication

* Refraciory hypertemdan (patolic Blacd preaure 180 m= HE)
+ Advanced |iwer disease

* Irfeciive endacamen
* Artwm peptic uoer
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rischio intfermedio Brischio basso

Anticoagulante parenterale

Study, Year {Refernos)

l

I\ Eumpran mulikenire stody, 159 136)
LMWES Thiiy al al.. 1992 [38)

A PFrandonletal.. 1922 O™

D

ol ot el , 19892, 2000 (21, &)
Meyer et als, 1995 (39

Kulher ot el, 1595 193
Simarrmpess ot ek, 19387 470

Columbas reestigators study, 1957 (5]
U FE Wirchmpinr m al,, 1990 (52
Decousus of al., 1938 (411

Campkall #t al., 174 (4]
Metl < al., 200 (3]
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rischio intfermedio Brischio basso

Anticoagulante parenterale B i
pentasaccharide {fondaparinux) approved for the

treatment of pulmonary embolism

|0 g
o

Every | howrs

Fondaparinux
o dagear inx
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dio Jrischio basso

Anticoagulante orale

AVK

Anticoagulante parenterale

Apixaban
Dabigatran
Rivaroxaban
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Quando iniziare l'anticoagulante orale

- L'anticoagulante orale dovrebbe essere iniziato il prima possibile

- Anticoagulante parenterale dovrebbe essere continuato fino a quando non e
stato raggiunto e mantenuto range terapeutico PT INR per almeno 2 giorni
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Quando iniziare I'anticoagulante orale

NAO

(( Dabigatran|150 mg BID o 110 mg BID

Anticoagulante parenterale per almeno 5 giorni Schema elaborato

| Rivaroxaban

da testorrif. 1
Rivaroxaban?

15 mg BID x 21 gg 20 mg OD Schema elaborato
Apixaban? da testo rif. 2

Apixaban
o P )
10 mg BID x 7 gg 5 mg BID x 6 mesi 2,5mgBID  schema elaborato

da festo rif. 3
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Treasments and dnxape
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concludendo ... EP nel paziente oncologico

- La presenza di neoplasia rientra nella valutazione della probabilita clinica di

EP

- D-DIMERO
- stesso significato predittivo negativo
- solitamente piu elevato nel paziente neoplastico
- un unico studio ha proposto cut-off di 700ug/L o cut-off aggiustato per

\
eta Thromb Haemost 2010:104:831-836
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concludendo ... EP nel paziente oncologico

Figure 1. Forest plot of comparison: | Low molecular weight heparin {LMYWH) versus unfractionated

. heparin (UFH), outcome: 1.1 Mortality at 3 months,
Ter*apm Anticoagulation for the initial treatment of venous
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Leamiz THUH T JE 1= S 21.H'% LeS L4y q1.u4
Lirdnsr-e- 19€4 2 T p 4 LB Tzd 04 EEY
(T B R0y 1 T M Iy Iod =1 makle
Pr-dori 1€£2 ] | £ B 4 1A% L2023 1.4€
Sinrnanasl) A3 7 T 1 g A1% OST 00a 351]
=4 || gL N [ CH R R z ik - JL o LESD LT =0
Tobal (05% Clj a0 412 100.0% 079 [052, 0.5 L
T evei= o I
H=lamo=nel Tal =-NNME: Ch* =383 F-E/=-N0 82 1I"=1H - t -1
Tezller mezsll el 2= 2.07 (P = 0.04) LL =:|-'r!.Ir.: H,,H] Sy ,_'IF_l 1t

FrESTTOETSr o CErrisE FAT T eSO s 17 FESrLE r e UrrT ST | ST s T GO e eOsn e s e e e s el

- In questa review sistematica, i dati ricavati da 13 studi
suggeriscono che LMWE e superiore rispetto allUFE nel ridurre la
mortalita a 3 mesi. Per contro non vi e sufficiente evidenza di una
superiorita nel ridurre recidive di eventi tromboembolici.
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concludendo ... EP nel paziente oncologico

Anticoagulation for the long-term treatment of venous
thromboembolism in patients with cancer

Flie & Akl , Lara A Kahale®. Maddalena Basha”, lgnacio Mewmann ', Mawman Labedi®, Irene Terrenam”, Francesca :’:ipzr.l.l:i':'. Manda
Mur', 1 lalper Ychiimemmann”

- Nel lungo termine, la terapia con LMWE rispetto a VKA si ¢
dimostrata in grado di ridurre gli eventi tromboembolici mentre
non ha dimostrato vantaggi sulla mortalita.

Loonmact addoess: Thie A Akl [depammmnent ot Inremnal Medicine, American Universigy of Beirer, Riad Bl Seth St Beirer, Lebanoa:
fai o, edu.lb.

Edicoriad growp: Cochrane Ceynaecodopical Cancer Carowep.
Publication statas and date Fdited [no change o conclusionst, published in lsue 32005
Review content assessed 25 up-to-dates 9 Febhouary 2013,

Citatiom: Akl EA, Kakale LA, Harka M, Meumann [, Labeci N, Terrenarn I, Sperac ¥, Murd 1) Schitnemana H. .ﬂl.n:i-n:ﬂ.guhﬁun foo
the lenp-term reatment of venous thromboembalizn in patenes wicth cancer, Caobrame Dansbase of Seremarss fewies 2004, Issuee 7.
Are, Mo CIONGETD, 22000 1001002014653 1838 C00EG S0, puk-.
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concludendo ... EP nel paziente oncologico

@ Euroaean Heart jounal (2014) 35, 3033-3060 ESC GUIDELINES

doit 02 09 eurheart fehu2Bd

= 2014 ESC Guidelines on the diagnosis and
management of acute pulmonary embolism

T °
e r a p l a The Task Force for the Diagnosis and Management of Acute

Pulmonary Embolism of the European Society of Cardiology (ESC)

Endorsed by the European Respiratory Society (ERS)

Authors/Task Force Members: Stavros Y. Konstantinides® (Chairperson) (Germany/
Greece), Adam Torbicki* (Co-chairperson) (Poland), Giancarlo Agnelli (ltaly),
Nicolas Danchin (France), David Fitzmaurice (UK), Nazzareno Galié (ltaly),

. Simon R. Gibbs (UK), Menno ¥. Huisman (The Netherlands), Marc Humbert!
(France), Nils Kucher (Switzerland), Irene Lang {Austria), Mareike Lankeit {Germany),
John Lekakis (Greece), Christoph Maack (Germany), Eckhard Mayer (Germany),
Nicolas Meneveau (France), Arnaud Perrier (Switzerland), Piotr Pruszezyk (Poland),
Lars H. Rasmussen (Denmark), Thomas H. Schindler (USA), Pavel Svitil (Czech
Republic), Anton Vonk Noordegraaf (The Netherlands), Jose Luis Zamorano (Spain),
Maurizio Zompatori (ltaly)

ESC Commitcee for Practice (CPG): Jose Luis T {Chal ) (Spaln), Stephan Achenbach
(Germany), Helmut Baumgartner (Germany), Jeroen |. Bax (Netherlands), Heetor Bueno (Spain), Yeronica Dean
(Franee), Christl Deatan (UK), Cetin Erol (Turkey), Robert Fagard (Belgium), Roberto Ferrar (lealy), David Hasdal
{Israel), Arno Hoes {Netherlands), Paulus Kirchhof (Germany!UK), Juhani Knuutl (Finland), Philippe Kolh (Belgium),
Patrizio Lancellotti (Belgium), Ales Linhart (Crech Republic), Petros Nihoyannopoulos (LK), Massime F. Piepoli

- LMWH in fase acuta e per il proseguimento della terapia dovrebbe
essere la terapia anticoagulante nel paziente oncologico
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Eventi tromboembolici nel paziente neoplastico
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