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* Razionale della profilassi del TEV nel paziente internistico acuto




Preventing Venous Thromboembolism in Medical Patients

Rischio di TVP senza profilassi in vari gruppi di
pazienti ospedalizzati
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Leizorovicz A et al Circulation 2004; 110: Suppl.lV 13-19



Double Trouble for 2,609 Hospitalized
Medical Patients Who Developed Deep Vein
Thrombosis : Prophylaxis Omitted More : :
Often and Pulmonary Embolism More D Paziente medico
Frequent _ _
o _ o N [ Paziente non medico
Caratteristiche del TEV in pazienti medici e non medici

P = 0.002
0 _
Yo 45 40,8
40 -
35 - P < 0.0001
30 - P < 0.0001
25 4 22,2
20

12,9

TEP TVP prossimale TVP distale

Piazza G et al. Chest 2007; 132: 554-561



Paziente internistico: Profilassi vs. Placebo

e MEDENQOX! (enoxaparina):

— Prophylaxis in MEDical patients with ENOXaparin trial
(n=1102)

« PREVENT? (dalteparina):

— PRospective evaluation of daltEparin efficacy for

prevention of VtE in immobilized patieNts Trial
(n=3706)

« ARTEMIS? (fondaparinux):

— ARixtra for ThromboEmbolism Prevention in Medical
Indications Study (n=849)

1Samama MM, et al. N Engl J Med 1909;341:783-800
2L eizorovicz A, et al. Circulation 2004:110:874-879
3Cohen et al, Blood 2003;102




Paziente internistico: Profilassi vs. Placebo
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Annals of Internal Medicine

‘ REVIEW

Meta-analysis: Anticoagulant Prophylaxis to Prevent Symptomatic
Venous Thromboembolism in Hospitalized Medical Patients

Francesco Dentali, MD; James D. Douketis, MD; Monica Gianni, MD; Wendy Lim, MD; and Mark A. Crowther, MD, M5c

Background: Undemntilization of anticoagulant prophylaxis may be
due to lack of evidence that prophylaxs prevents dinically impor-
tant outcomes in hospitalized medical patients at risk for venous
throm boembolism.

Purpose: To assess the effects of anticoagudant prophylasds in re-
ducing clinically important outcomes in hospitalized medical pa-
tients.

Data Sources: MEDLINE, EMBASE, and Cochrane databasec were
searched to September 2006 without language restrictions.

Study selection: Randomired trizls comparing anticoagulant pro-
phylaxis with no treatment in hospitalized medical patents.

Data Extraction: Any symplomalic pulmonary embaolism (PE), fatal
PE, symptomatic deep vencus thrombesis, all-cause mortality, and
major bleeding. Pooled relative risks and assodated 95% Cls were
calculzted. For treatment effects that were statctically significant,
the authors determined the absolute rsk reduction and the number
needed to treat for benefit (NNTy) to prevent an oulcome.

Data Synthesis: 9 stuq:li}- were incuded. During anki-
coagulant prophylasis, patienls had sgnificant reductions in any PE
(relative risk, 043 [CI, 026 to 0.71]; absolute risk reduction,
0.29%; NNT,, 345} and fatal PE (relative nsk, 0.38 [Cl, 021 to
0.69]); absolute sk reduction, D.25%; NNT,, 400), 2 nonsignificant
reduction in symptomatic deep venous thrombosis (relative risk,
0.47 [Cl, 0.22 to 1.001), and a nonsignificant increase in major
bleeding (relative rsk, 1.32 [C1, 0.73 to 2. 37]). Anticoagulant pro-
phylaxis had no effect on all-cause mortality (relative risk, 0.97 [CI,
0.79 to 1.19]).

of @ induded studies were not

onclusions: Anticoagulant prophylaxis is effective in prev
symptomatic venous thromboembolism dunng anticoagulant pro-
phylaxis in at-risk hospitalized medical patients. Additional research
i needed to determine the risk for venous thromboembelism in
these patients after prophylaxic has been stopped.

Med, 2007146278268,
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* Aspetti epidemiologici




La tromboprofilassi e sottoutilizzata
nel paziente internistico

STUDIO ENDORSE (Epidemiologic International Day for the
Evaluation of Patients at Risk for Venous Thromboembolism in the

Acute Hospital Care Setting):
» su 37356 pazienti internistici il 39,5% e sottoposto a

profilassi. ?

e

v’ Difficolta nello stabilire il livello di rischio

v"Comorbilita e rischio emorragico
v'Scarsa percezione del problema

Cohen AT et al. Lancet 2008



Venous thromboembolism risk and prophylaxis in the acute 3%,
hospital care setting (ENDORSE study): a multinational
cross-sectional study

At risk patients receveing prophylaxis
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Cohen AT et al. Lancet 2008 ; 371: 387-394




AN

cger‘r‘liﬁi
Fattori di rischio per tromboembolismo venoso
e profilassi nei pazienti ricoverati in Medicina Interna:
analisi dallo studio FADOI *“GEMINI”

Risk factors for venous thromboembolism and prophylaxis in medical
inpatients: data from the FADOI '"GEMINI'' study

Mauro Campanini ®, Gualberto Gussoni®*, Mauro Silingardi®,
Gianluigi Scannapieco", Carlo Buniolo®, Antonella Valerio®, Walter Ageno 5
Ido lori €, Antonino Mazzone®, a nome del Gruppo di Studio GEMINI'

studio prospettico osservazionale in 27 centri aderenti al

network FADOI in coorte dei pazienti consecutivi

* 4.846 pazienti nel periodo marzo-settembre 2006 — EBPM bassa dose 1119%
* TEV sintomatico in 177 casi (TVP 114, EP 48, TVP+EP 15) entro 48 ore
2 IRiSvalepza 3,65%) _ . e — EBPM alta dose 16,0%

—— EBPM dose anticoagulante 3,0%

I Profilassi Si

— Anticoagulanti orali 8,7%

Profilassi NO — Eparina standard 0,8%

L Altro 1,0%

Mon indicazione profilassi secondo ACCP Indicazione profilassi secondo ACCP
59,1% 40,9%

Legenda: EBPM = eparina a basso peso molecolare; bassa dose = < 3.400 Ul antiXa; ACCP = American College of Chest Physicians.




New Onset of Venous Thromboembolism
Among Hospitalized Patients at Brigham and
Women's Hospital Is Caused More Often by
Prophylaxig Failure Than by Withholding
Treatment

—

Variabile

Medicina Interna
Chirurgia generale
Oncologia
Ortopedia
Chirurgia toracica
Cardiochirurgia
Ginecologia
Ostetricia

Altro

Luogo d’ insorgenza del TEV in pazienti ricoverati

TEP TVP TEP + TVP  TOTALE %

30 109 30 169 44.0
7 44 9 60 15.6
4 30 5 39 10.2
4 29 0 33 8.6
7 21 3 31 8.1
0 21 1 22 5.7
9 10 2 21 5.5
1 2 0 6 0.8
0 6 0 3 1.6

Goldhaber SZ et al Chest 2000; 118: 1680-1684
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* Farmaci da usare: quali e quando?




Prevention of VTE in Nonsurgical Patients

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

For acutely ill hospitalized medical patients at increased risk of
thrombosis, we recommend anticoagulant thromboprophylaxis with
low molecular-weight heparin [LMWH], low-dose unfractionated

heparin (LDUH) bid, LDUH tid, or fondaparinux
(Grade 1B).

For acutely ill hospitalized medical patients at low risk of
thrombosis, we recommend against the use of pharmacologic
prophylaxis or mechanical prophylaxis

(Grade 1B).

Kahn SR et al. Chest 2012; 141: 195-226




PROTOCOLLI DI PROFILASSI FARMACOLOGICA

Nome
commerciale

ENF (e. calcica)  5.000Ul sc 2-3/di

Enoxaparina 4.000 Ulsc 1/di
Dalteparina 5.000 Ul sc 1/di
Fondaparinux 2,5 mg sc 1/di
Nadroparina 3.800 Ul sc 1/di
Parnaparina 4.250 Ul sc 1/di

Reviparina 4.200 Ul sc 1/di

Calciparina®
Clexane®
Fragmin®
Arixtra®

Seleparina®
Fraxiparina®

Fluxum®
Clivarina®




PROTOCOLLI DI PROFILASSI FARMACOLOGICA

ENOXAPARINA
(CLEXANE)

Profilassi
in
CHIRURGIA
GENERALE

Si

Profilassi
in
CHIRURGIA

ORTOPEDICA

Si

Profilassi in
MEDICINA
INTERNA

Si

Terapia
del
TEV

(TVPIEF)

Si
(TVP+EP)

Usio
in
GRAVIDANZA

Si

Uso
in
EMDDLALISI

Si

DALTEPARINA
(FRAGMIN)

Si

No

Si (TVP)

Si

Si

(CLIVARINA)

‘ REVIPARINA

Si

Si (rischio
maggiore TVP)

Si
(TVP+EP)

No

No

NADROPARINA
(SELEPARINA
FRAXIPARINA)

No

Si (TVP)

BEMIPARINA
(IVOR)

Si
(3500 U)

No

Si
(TVP+EP)

PARNAPARINA
(FLUXUM)

Si

(dose fissa)

Si (rischio
maggiore TVP)

Si (TvP)

FONDAPARINUX
(ARIXTRA)

Si (cH

maggiore)

Si

Si (TvP
ed EP)




Modelli di valutazione del rischio (Risk
Assessment Models o RAM) di TEV

Riferimento bibliografico

Cohen A et al. Thromb Haemost, 2005
Samama MM et al. Haematologica ,2006

Haas SK et al. Clin Appl Thromb Hemost ,2007
Goldhaber SZ et al. Am ] Cardiol ,2004

Chopard P et al. J Thromb Haemost, 2006
Kucher N et al. N EnglJ Med, 2005

Lecumberri R et al. Thromb Haemost, 2008

Barbar et al. J Thromb Haemost ,2010




Prevention of VTE in Nonsurgical Patients

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

For baseline risk for low- and high-risk strata, we used risk
estimates provided by the Padua Prediction Score.

Kahn SR et al. Chest 2012; 141: 195-226




Modello di rischio per TEV nel paziente
internistico: Lo score di Padova

A risk assessment model for the identification of hospitalized

Caratteristiche basali medical patients at risk for venous thromboembolism. The
lasi - - . . - Padua Prediction Score

Neop asia .attwa O In trattamento neil selt mesi 3 Barbar et al.JTH; Epub Aug 2010

precedenti

Storia di TEV 3

(con esclusione di trombosi venosa superficiale)

totale < 4:

Ridotta mobilita (allettamento per > 3 giorni)

basso rischio di TEV

Condizione trombofilica nota

Trauma e/o chirurgia recente (<1 mese)

totale = 4:
Insufficienza respiratoria e/o cardiaca

alto rischio di TEV

Infarto acuto miocardio e/o ictus ischemico

3
3
2
Eta = 70 anni 1
1
1
1

Infezione acuta e/o malattia reumatica

Obesita
(BMI 2 30 negli uomini e 2 28 nelle donne)

Terapia ormonale in corso 1
=

TOTALE




A risk assessment model for the identification of hospitalized medical
patients at risk for venous thrombhoembolism: The Padua Prediction Score

Eligible patients

n=2208
Patients excluded (n = 1028 .
- Need for anticoaggulation 5)164 1.001 —rm—— Low-risk
- Contraindications 54 )
- Refusal of consent 10 e, T
c ;
Recruited patients % 0.98 i
n=1180 0 iy
Q -
2 L
o 0.96 b
, l e "
60.3% 39.7% 2
| I £ .y
RAM < 4 RAM > 4 3 0.944 High-risk without prophylaxis
n=711 n =469 o
O
=
u
Prophylaxis No prophylaxis S 0.921
n=186 n =283
VTE VTE VTE 0.90-
n=2(0.3% n=4(2.2% n=31(11.0% ) ' ' y y )
(0-5%) (2.2%) (1.0%) 0 20 40 60 80 100
Time (days)

Barbar et al. JTH 2010




Prevention of VTE in Nonsurgical Patients

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

For acutely ill hospitalized medical patients who are bleeding or
at high risk for bleeding, we recommend against anticoagulant

thromboprophylaxis
(Grade 1B).

Kahn SR et al. Chest 2012; 141: 195-226




Factors at Admission Associated With

Bleeding Risk in Medical Patients IMPROVE score
Points
- Moderate renal failure (GFR 30-59 vs = 60 mi/min) 1
- Male vs Female 1
-Age40-84yvs <40y 1.5
- Current cancer 2
- Rheumatic disease 2
- Central venous catheter 2
-ICU/CCU 2.5
- Severe renal failure (GFR <30 vs 2 60 ml/min) 2.5
- Hepatic failure (INR > 1.5) 2.5
-Age285yvs<40y 3.5
- Platelet count < 50 x 10° cells/| 4
- Bleeding in 3 mo before admission 4
- Active gastroduodenal ulcer 4.5

Decousus H et al. Chest 2011; 139: 69-79



Factors at Admission Associated With

Bleeding Risk in Medical Patients IMPROVE score
10%
s - 6.5%

6% -
4% -
2% -
0% -

27

m Major Bleeding = Clinically Important Bleeding

Bleedingrisk score

Decousus H et al. Chest 2011; 139: 69-79



Paziente a rischio di TEV

N

Senza sanguinamento o alto Con sanguinamento o ad alto
rischio di sanguinamento in atto rischio di sanguinamento in atto
(IMPROVE bleeding risk < 7,0) (IMPROVE bleeding risk 2 7,0)

N S

Alto rischio di TEV Moderato rischio di TEV Profilassi meccanica con IPC o

GCS se IPC non disponibile

Profilassi farmacologica con
. Profilassi farmacologica con

EBPM o ENF o fond
o € ToncupaTni EBPM o ENF o fondaparinux

Profilassi meccanica con IPC o
GCS se IPC non disponiobile

Reviews in Health Care 2012; 3(3): 193-207




Padua prediction score or clinical judgment for decision making
on antithrombotic prophylaxis: a quasi-randomized controlled
trial

Assessed for elgibity (m = 2138)

OR (95 % CI)

Padua Prediction Score group 0.3 (0.31-40.94) 0.029

No Echo = 63 No Echo =122

20/235 (8.5%) 61/393 (15.5%

Germini F et al. J Thromb Trombolysis 2016; 42: 336-339




Combined assessment of thrombotic and haemorrhagic risk in acute
medical patients

Eligible patients
2576

Excluded pauents:
196 for need of full dose anticoagulation
177 died or were transferred within 24h or
discharged within 48h
442 incomplete information

k4
Recruited patients
1761
PPS =4 IBS =7
1352 (76.7%) 209 (11.89%)

PPS<4 and IBS=7

PPS>4 and IBS<7 PPS<4 and IBS<7 PPS =4 and IBS= 7
1187 (67 4%) 365 (20.7%) 165 (9.4%) 44 (2.5%)

La Regina M et al. Thromb Haemost 2016; 115: 392-8
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PROFILASSI MA PER QUANTO TEMPQO?

In acutely ill hospitalized medical patients who receive an initial course
of thromboprophylaxis, we suggest against extending the duration of
thromboprophylaxis beyond the period of patient immobilization or
acute hospital stay

(Grade 2B) .

Prevention of VTE in Nonsurgical Patients

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

Kahn SR et al. Chest 2012; 141: 195-226




PROFILASSI MA PER QUANTO TEMPOQO?

ARTICLEF Annals of Internal Medicine

Extended-Duration Venous Thromboembolism Prophylaxis in Acutely lli
Medical Patients With Recently Reduced Mobility EXCLAIM

A Randomized Trial

Russell D. Hull, MBBS; Sebastian M. Schellong, MD; Victor F. Tapson, MD; Manuel Monreal, MD; Meyer-Michel Samama, MD, PharmD;
Philippe Nicol, PhD; Eric Vicaut, MD, PhD; Alexander G.G. Turpie, MD; and Roger D. Yusen, MD, MPH, for the EXCLAIM (Extended
Prophylaxis for Venous ThromboEmbolism in Acutely Ill Medical Patients With Prolonged immobilization) study*

Placebo

Doppio cieco Follow-up

Conclusion: Use of extended-duration enoxaparin reduces VTE
more than it increases major bleeding events in acutely ill medical
patients with level 1 immobility, those older than 75 years, and

wom ’
omeén Ann Mmtarn Mod 2010153:8-18.




PROFILASSI MA PER QUANTO TEMPQO?
RUOLO PER | DOAC?




ORIGINAL ARTICLE

The NEW ENGLAND
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Apixaban 2.5 mg BID for 30 d. Apixaban versus Enoxaparin for

Ve Thromboprophylaxis in Medically Ill Patients
Enoxaparin 40 mg OD for 14 d.

ADOPT

Samuel Z. Goldhaber, M.D., Alain Leizorovicz, M.D., Ajay K. Kakkar, M.D., Ph.D.,
Sylvia K. Haas, M.D., Ph.D., Geno Merli, M.D., Robert M. Knabb, Ph.D.,

CONCLUSIONS
In medically ill patients, an extended course of thromboprophylaxis with apixaban
s was not superior to a shorter course with enoxaparin. Apixaban was associated with

e RR=1.28 significantly more major bleeding events than was enoxaparin.

Major or CRNM Bleeding

2.€ |093, 176) Apixaban 25 mg BID

3.C
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Patients with event (%)
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Rivaroxaban for Thromboprophylaxis
in Acutely Il Medical Patients

Alexander T. Cohen, M.D., Theodore E. Spiro, M.D., Harry R. Biiller, M.D.,
Lloyd Haskell, M.D., Dayi Hu, M.D., Russell Hull, M.B., B.S.,
Alexandre Mebazaa, M.D., Geno Merli, M.D., Sebastian Schellong, M.D.,
Alex C. Spyropoulos, M.D., and Victor Tapson, M.D.,

for the MAGELLAN Investigators* MAG E LLAN

¢ e NEW ENGLAND
« JOURNALoMEDICINE

Randomisation Rivaroxaban 10 mg
once daily for 35 days

Patients
hospitalised M~ 8,000

for acute medical
illness with
decreased

level of mobility

iR
-
=]
o=
o
[=
L

Enoxaparin 40 mg Oral placebo
once daily for 10days  for 25 days

Day 1 Day 10 Day 35 Day 90




I

Eiy

M

Rivaroxaban 10 mg OD for 35 £4d am The NEW ENGLAND
" JOURNALof MEDICINE

Vs \\,}
Enoxaparin 40mg OD for 10+4 d. -

i

()
?d.r

Principal safety outcome MAGELLAN

o Emoxaparin
thr-rll]r:zl;_ﬂn placebo

(=335F)  (n=s,001)
Day 10

Clirically relovant bleeding (major + — .
resr-major clinically relewant blseding M [2.8%) 49 (1.2%)

Major bleeding 24 (0.6%) 11 (0.3%)
Fatal 5 (0.1%) 1 <0.9%)
Day 35

Clinically relevant bleeding (major + e = - —
nor-major ¢linically relevant bleeding) 164 (4.1%) &7 (1.7%)

Major leeding 41 (1.1%) 15 (D.4%)

7 (0.7%) 1 <0.1%)

by papulaten; Irestmeni-emengent hieedng

CONCLUSIONS

In acutely ill medical patients, rivaroxaban was noninferior to enoxaparin for scn-
dard-duration thromboprophylaxis. Extended-duration rivaroxaban reduced the risk
of venous thromboembolism. Rawvaroxaban was associated with an mncreased risk of
bleeding. (Funded by Eayer HealthCare Pharmaceuticals and Janssen Research and
Development; MAGELLAN ClinicalTrials.gov number, NCT0571649.)




ADOPT and MAGELLAN: main results

VTE® and VTE-related RR  Major bleeding at

death at the end of the end of
treatment period treatment period
ADOPT® [33] 2.71 vs 3.06 % 0.87 047 vs 0.19 %
p = 0.44 p = 0.04
MAGELLAN® 4.4 vs 5.7 % 0.77 1.1 vs 04 %
[34] p = 0.02 p < 0.001

ImbertiD, Intern Emerg Med 2013




. &= The NEW ENGLAND
Extended Thromboprophylaxis ) joURNAL«f MEDICINE

with Betrixaban in Acutely Il Medical Patients

Alexander T. Cohen, M.D., Robert A. Harrington, M.D.,
Samuel Z. Goldhaber, M.D., Russell D. Hull, M.B., B.S.,
Brian L. Wiens, Ph.D., Alex Gold, M.D., Adrian F. Hernandez, M.D.,

N ENGL ] MED 375;6 NEJM.ORG AUGUST 11, 2016

and C. Michael Gibson, M.D., for the APEX Investigators* APEX
35 4 Tdays 654 5days
Day 10 +4
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Betrixaban (either 30 or 40 mg PO QD) with enoxaparin placebo SQ QD
Enoxaparin(either 40 or 20 mg SQ QD) for 10 £ 4 days with betrixaban placebo
Note: No ultrasound is required at hospital discharge, Only one ultrasound is required at 35 (+7 ) day follow up




Has time come for the use of direct oral anticoagulants
in the extended prophylaxis of venous thromboembolism
in acutely ill medical patients? Yes

Walter Agc.-no"z

On June 23rd 2017, 1t

2 and Drug Administration |
(FDA) of the United St of America has approy

betrixaban, a direct factor Xa inhibitor, for the prevention
of venous thromboembolism (VTE) in acutely ill medical
patients. The approval of betrixaban came after the results

of the phase Il randomized controlled trial (RCT) APEX,
which was published in the New England Journal of

Medicine in 2016 [1]. Betrixaban is not only the first direct
oral anticoagulant (DOAC) to be licensed with this indi-
cation, but is also the first anticoagulant drug to receive
approval for extended-duration prophylaxis (3542 days)

of VTE in this setting. The possible approval of betrixaban
in n countries i1s currently under review

E Medicines 2

NDC 69853-0201-1 Ronly  Each cap I le contains 80 mg of betrix aba
equiv

i o 100.56 mg of betrixaban
UuaIDosa See package insert orfII
Bevyxxa et ossge: See package

(betrixaban) Capsules Store at 20°C to 25 C (68°F to 77°F).

Do nnl use if inner seal is broken or missini
m
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...............

[DISPENSE WITH MEDICATION GUIDE. |
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Poﬂuh Phamncemal
100 Capsules S San Francicn, Ch 04680, USA
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Venous thromboembolism

Effect of extended-duration thromboprophylaxis on venous
thromboembolism and major bleeding among acutely ill
hospitalized medical patients: a bivariate analysis

Risk reduction
<
3.00%
2.00%
1.00%
8
.................................................................. 3]
0.00% E
@
is
-1.00% 4 == EXCLAIM E—
—2.00%
=== APEX (Full-dose) iority in efficacy
= APEX (Reduced-dose) SuPeno = LN safeN
~3.00% | inferiority IN
I I I I I

=3.00% —-2.00% -1.00% 0.00% 1.00% 2.00%
Major bleeding

Chi G al. JTH 2017 (ottobre) ; 15: 1913-22




CONCLUSIONI




TAKE HOME MESSAGES

* Importanza della profilassi TEV nel paziente internistico acuto con PPS > 4
* Profilassi e sottoutilizzata
* Importanza score di valutazione del rischio

* In corso di valutazione durata prolungata profilassi TEV
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APEX: CRITERI DI INCLUSIONE

After a change during the course of the study to enrich
the trial population for patients at hlgh risk, inclusion cri-
teria were_the—otHowing: hospitaiizatren-for acute heart
faplare, respiratory failure, infection without septic~shock,
rheumatic disorders or 1schemic stroke plus age of 75 yesd
or older; or D-dimer =2 times the upper limit of normal
and age between 6(0) and 74 years: or D-dimer =2 times thg

oper limit of normal, age 40-59 years and a histosy of
VTE or taneer; and severe immobilization ferat least 24 h
with anticipated hospitalization for 3 or more days. Thus,
this study for the first ime applied a risk assessment model,
integrating chinical factors and a laboratory marker to




Meccanismo d'azione dell'eparina

Richiede la presenza di un cofattore plasmatico ad
attivita inibitoria sulle proteasi (antitrombina III).

L'antitrombina III inibisce i fattori della coagulazione
formando con essi complessi molecolari stabili.

Per inibire la trombina (IIa) I'eparina deve legare sia
sia I'antitrombina che la trombina (IIa): eparine ad alto
peso molecoalre.

Per inibire il fattore Xa é sufficiente il legame con
I'antitrombina.

Le eparine ad alto peso molecolare bloccano sia IIa che
Xa, mentre quelle a basso peso molecolare inibiscono
solo il Xa

LMWE = FRAMMENTI DI EPARINA




Meccanismo d azione di ENF,
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RACCOMANDAZIONI
(Gruppo dirischio | Profiessiraccomandata_______________londo __

In pazienti internistici acuti con:

— scompenso cardiaco congestizio

— severa malattia respiratoria

el s eranrreey - allettamento per almeno 3 gg e uno o pil fattori di rischio

ALTO RISCHIO DA TEV tromboembolico addizionali, compresi: cancro attivo,
(SCORE DI PADOVA 24)

ACCP 2012,

pregresso TEV, sepsi, malattia neurologica acuta, malattie Grado 1B

inflammatorie intestinali
S| RACCOMANDA PROFILASS! CON EPARINA NON FRAZIONATA O A
BASS0O PESO MOLECOLARE O FONDAPARINUX

maiaaii b NON 51 RACCOMANDA L'USO DI PROFILASSI FARMACOLOGICAD  ACCP 2012,

(SCORE DI PADOVA <4 MECCANICA Grado 1B

"'“'I'BL" CON FATTORIDI . S RACCOMAMNDA L'USO DI UMA PROFILASSI MECCAMNICA CON CALZE ACCP 2012

CONTROINDICATIONE ALLA COMPRESSIVE GRADUATE O COMPRESSIONE PMNEUMATICA Grado 2C !

PROFILASSI ANTICOAGULANTE INTERMITTENTE

PAZIENTI CON SANGUINAMENTO CHEST Supplement
IN CORS0O O A RISCHIO NON 51 RACCOMANDA LA TROMEBOPROFILASSI CON ACCP 2012, Execwmmnxwmammmmm
EMORRAGICD ANTICOAGULANTI Grado 1B Antithrombotic Therapy and Prevention of Thrombosis,

9th ed: American College of Chest Physicians

Evidence-Based Clinical Practice Guidelines
La profilassi va iniziata all'ingresso del paziente in ospedale e ACCP 2012, gﬂ%’&%}%ﬁgggﬁ%ﬁ;@P“:;'L;’g-;,{g*,g"a:ﬁhgjﬁﬁwm
- - Ce of Cl Physicians Antit) »lir"lrmpy Prevention of Thro asis Pe g
continuata fino alla permanenza in ospedale o dell’allettamento Grado 2B ] et !




RESULTS

A total of 7513 patients underwent randomization. In cohort 1, the primary efti-
cacy outcome occurred in 6.9% of patients receiving betrixaban and 8.5% receiving
enoxaparin (relative risk in the betrixaban group, 0.81; 95% confidence interval [CI],
0.65 to 1.00; P=0.054). The rates were 5.6% and 7.1%, respectively (relative risk,
0.80; 95% CI, 0.66 to (L98; P=0.03) in cohort 2 and 5.3% and 7.0°% (relative risk, 0.76;
95% CI, 0.63 to 0.92; P=0.006) in the overall population. (The last two analyses
were considered to be exploratory owing to the result in cohort 1.) In the overall
population, major bleeding occurred in 0.7% of the betrixaban group and 0.6% of
the enoxaparin group (relative risk, 1.19; 95% CI, 0.67 to 2.12; P=10.55).

CONCLUSIONS

Among acutely ill medical patients with an elevated D-dimer level, there was no
significant difference between extended-duration betrixaban and a standard
regimen of enoxaparin in the prespecified primary efficacy outcome. However,
prespecified exploratory analyses provided evidence suggesting a benefit for
betrixaban in the two larger cohorts. (Funded by Portola Pharmaceuticals; APEX
ClinicalTrials.gov number, NCT01583218.)

APEX




The MARINER trial* of rivaroxaban after hospital discharge for medical
patients at high risk of VTE

Design, rationale, and clinical implications

Gary E. Raskob’; Alex C. Spyropoulos?®; Julie Zrubek®; Walter Ageno®; Gregory Albers®; C. Gregory Elliott®; Jonathan Halperin®;
Llovd Haskell?; William R. Hiatt®; Gregory A. Maynard®; Gary Peters®; Theodore Spiro'; Philippe Gabriel Stea'; Eun Youna Suh?;
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Risk assessment models for venous thromboembolism in
acutely ill medical patients. A systematic review.



Has time come for the wuse of direct oral
anticoagulants in the extended prophylaxis of venous
thromboembolism in acutely ill medical patients?

Yes.



Studio GEMINI

In-hospital symptomatic VTE and antithrombotic
prophylaxis in Internal Medicine.

27 Unita di Medicina Interna

4846 pazienti (2006)
Impiego della profilassi in
pazienti con indicazione

Profilassi
sottoutilizzata

Incidenza TEV sintomatico (3.65%)




DURATA DELLA TROMBOPROFILASSI:
short course (6-21 giorni) o estesa?

ET Comparator Risk Ratic Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% G| M-H, Random, 95% Cl
ADOPT 29 2211 33 2284 35.5% 0.91 [0.55, 1 49] -
EXCLAIM & 2975 29 2988 22.1% Q.17 [0.07, 0.45] ——
MAGELLAM 40 3997 26 4001 35.5% 1.60 [0.97, 2.63] .
Total (95% CI) 9183 9273 100.0% 0.69 [0.25. 1.91] <
Toatal evenls 74 ar
Haterogeneity: Tau? = 0.71: 1% = 17.01, df = 2 { P = 0.0002): & = 88% ‘ : '
gensty | x | ] - 001 0.1 1 0 100
Test for overall effect: Z = 0.72 (P = 0.47)
Favours ET Favours
com IIEI.FEIDF

Journal of Thrombosis and Haemostasis OCT 2012



DURATA DELLA TROMBOPROFILASSI:
short course (6-21 giorni) o estesa?

* RAZIONALE: TEV a 30 giorni = 3-6%

- EXCLAIM (enoxaparina per 28+/- 4 giorni)?!
- MAGELLAN (rivaroxaban per 35 giorni)?
- ADOPT (apixaban per 30 giorni)?

TAnn Intern Med, 153: 8-18, 2010
°N Engl J Med, 368:513-523, 2013
*N Engl ] Med, 365:2167-2177, 2011
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Combined assessment of thrombotic and haemorrhagic risk in acute
medical patients
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La Regina M et al. Thromb Haemost 2016; 115: 392-8



Combined assessment of thrombotic and haemorrhagic risk in acute
medical patients

Patients with Patients with
PPS >4 PPS <4

BS <7 1187 (87.8%) 365 (89.2%)

BS >7 44 (10.8%)

Total 1352 409

IBS: Improve Bleeding Score
PPS: Padua Prediction Score

La Regina M et al. Thromb Haemost 2016; 115: 392-8
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Combined assessment of thrombotic and haemorrhagic risk in acute medical patients.

La Bezina M, Orandint F. Marzhini F, Mannaro & Sonacsi &, Bonanai P, Corsini F. Caraudo AN, Pacett E, Scuotn L, Costabile O, Dentah F.

¢ Author information

Abstract

Agute medical pafients have a high risk of venous thromboambaolic events [VTE). Unforiunately, the fear of bleeding complications limits the
uze of antithrombotic prophyle:xis in this setting. To stratify the VTE and haemorrhagic risk, twe dinical scoras (PADUA. IMPROWE) have

recently been developed. However, it is noft clear how many patents have a concomitant high WVTE and haemorrhagic risk and what is the use
of prophylaxis in this situation. To clanfy these issues we parformed 5 prospective cohort study enrclling consecutive patients admitied to
internzl medicine. Falients admitted to internal medicine (January to December 2013) were includad, VTE and haemaorrhagic nsk were

evalusted in all the included patents. Use and type of anti-thrombobe prophylaxis wes recorded. A total of 7787 patients [mean age 77.8

years) were eprolled; 75.8% [85% CI 74.7-75.7) were at high VWTE rsk and 11.8% {83% CI 10.2-13.5) were at high haemaorrhagic risk. Ant-
thrombotic prophylaxis was used in 20.5% of patients at high VTE risk and in §.5% at low VTE risk (p=0.001}, and in 18.5% at high

haemarrhagic risk and in 72.5% at low heemaorrhagic risk (p<0.0C1). Prophylaxis was used in 20.4% at both high VTE and haemarrhagic nsk
and in 28.9% at high WTE risk but low haemaorrhagic risk. At multivanate-analysis, use of prophylaxis appesrad highly influenced by the VTE
nzk (CR 85.2, 85% C1 42.1 - 108.0). In conclusion, many patients admitted to internal medicine were ai high risk of YTE. Sinca almest 90% of
them were at low haemorrhagic sk, pharmacological prophylaxis may be safely prescrbed in most of these patiants,




