NIKH INANNIOY
EMIKOYPIKH EMIMEAHTPIA
A'KAINIKHZ ENTATIKHZ ©OEPAMEIAZ
MONAAA TINEYMONOAOTIIAZ KAl ANATINEYZTIKHZ ANETNAPKEIA2
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Mveupovia

e Nolpwén Tou MVEVOVIKOU TTOPEYXUMATOC o ToLKiAa taBoyova attia

o KAwwkn BeAtiwon oe 3-5 pEpeC epiimou pETA TNV Evapén tng Beparmeiag

e AkTvoAoyiKn amokatdotaon o€ 4-6 efdopadec amo tnv Beparmeia

e Bpadutepn aktivoloylkn BeAtiwon os atopa>50 eTwv, LE CUVUTIAPXOVTO Voo pata (xpovia
Bpoyxitida, aAKOOALOUO, 1] TTOAU EKTETAUEVN TIVEUOVIA)

e Agv TIEPLUEVOUUE TIANPN OKTWVOAOYLKN omtokataotoon, yia va €EEABel o aoBevng (opkel n
BeAtiwon)

* JNUOVTLKO OTOV EMAVEAEYXO VA EXOUME AR PN AKTLVOAOYLKI) OTTOKATACTOON

Infectious Diseases Society of America/American Thoracic Society Consensus Guidelines on the Management of Community-Acquired
Pneumonia in Adults Lionel A. Mandell,1,a Richard G. Wunderink,2,a Antonio Anzueto,3,4 John G. Bartlett,7 G. Douglas Campbell,8 Nathan C.
Dean,9,10 Scott F. Dowell,11 Thomas M. File, Jr.12,13 Daniel M. Musher,5,6 Michael S. Niederman,14,15 Antonio Torres,16 and Cynthia G.
Whitney.Clinical Infectious Diseases 2007; 44:527-72



NMNapakoAouOnon TTveupoviag

ACCP 2005: cuotaon ywa véa A/a Bwpakoc otic 8 efdouadeg

BTS 2009: cuotaon ywa véa A/a Bwpakoc oTic 6 efSouadeg, 600L £XOUV AKOUO OUUMTTWHLOTA 1)
avénueEvo kivbuvo yla kakonBeLa

1.5%-2.5% enintwon kakonbeLag, mouv Sev PouTpXE, o€ aoBevelc pe veupovia ota 2 xpovia
napakoAouBnong

OL epLlooOTEPOL Elval AVTPEC, KATIVIOTEG, >50 eTWV

Outcome of Recommendations for Radiographic Follow-Up of Pneumonia on Outpatient Chest Radiography. Brent P. Little et alAJR 2014;
202:54-59



XpOVOG OKTIVOAOYIKAG ATTOKATAOTAO NG

Infectious Agent

Frequency of transient radiographic deterioration

Time until full radiographic resolution

Residual radiographic abnormalities

Legionella species

Staphylococcus aureus

Streptococcus preumonias with sepsis
Streptococcus preumoniae (nonbacteremic)
Gram-negative

Haemophilus infiluenzae

Chiamydia species

Mycoplasma pneumaonize

Moraxella catarrhalis

Majority
Majority
Majority
QOccasional
Occasional
Occasional
Rare

Rare

Rare

2 to 6 months
3 to 5 months
3 to 5 months
1 to 3 months
3 to 5 months
1te 5 months
1 to 3 months
2 to 4 weeks

1 to 3 months

25 percent
Common

25 to 35 percent
Rare

10 to 20 percent
Occasional

10 to 20 percent
Rare

Unusual




Non resolving pneumonia

Neoplastic disorders

Bronchogenic carcinoma
Bronchoalveolar cell carcinoma

Lymphoma

Immunologic disorders

Vasculitis:
Granulomatosis with polyangitis (Wegener's)
Diffuse alveolar hemorrhage
Bronchiolitis cbliterans-organizing pneumeonia (BOCP)
Eosinophilic pneumonia syndromes
Acute eosinophilic pneumonia
Chronic essinophilic pneumania
Acute interstitial pneumonia
Pulmonary alveolar proteinosis
Sarcoidosis

Systamic lupus erythematosus

Drug toxicity

Pulmonary vascular abnormalities

Heart failure

Pulmonary embolism




MepioTaTiko 1
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MepioTaTiko 1
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[1epIOTATIKO 2

L Ynmia Béon

L, Ynma 6ean

MKpOKUTTAPLKOG KOLPKivog IveULova



[MepioTATIKO 3

OpyavoUpevn nvevpovia



ATTooTnUA

Kolt\omolnUEVN VEKPWTLKA TIVEUMOVLIKA atAAolwaon PE TTUov, e TtoXU
Tolywpa Kal ouxva udpaepLko emimedo

OL KOWOTNTEC OTO TIVEUMOVLKA OTOOTAUATO armokaBiotavral
OKTIVOAOYLKA O€ 1-3 LIAVEC

H Bepameia ocuveyiletal PEXPL TNV TIANPN OTTOKATACTOON TNG
BAaBNg

Enavektipnon pe ao/a Bwpakoc-CT Bwpako¢ otov 1 piva Kol
ETIOVEAEYXOC £WC TIANPOUC LTIOXWPNONG TNGS BAABNC




ATTooTnUA




AtTooTnHa

1 uva peta 2 MVEG LETA



NMNapakoAoUBnon TTveupoviac

v’ Emtavéleyyoc pe véa oo Bwpakoc o€ 4-6 eBSOHASEC (Ewe AVOEWC TNC TIVEUHOVLOC)
v Aev €xoupe A0on TNC MVEUOVIAG, OE AVTPEC >50 ETWV, KATIVIOTEC, VO UTIOTITELOOUE KakorOsLa.
(CT Bwpakoc, Bpoyxookomnnon)

v’ Mveupovia tou §gv AUeTaL UItopEL va v sivat tveuvpovial




NMveupgovikn eMBOAN
MeTOVOOOKOUEIOKN TTOPOKOAOUONON

Deep venous thrombosis

100

e H xgéth OpouBoepBoAikry vooog(PE+DVT) amoteAel tnv 3" attia ——— IR
KaPOLOYYELAKN G VOOOU |
e Emimtwon: 100-200/100.000 katoikoug
* 30% aidpvidlo Bavarto j | Tt ssriesstsrgrs . o .
* Mellwv attia Bvntotntag, voonpotntag Kal voonAeiag otnv Evpwnn "
e EKTOG amod Tov XEpopO tng ofelog ¢daong, onuaocio €xel kot N
HaKpoxpovia mapakoAouBnon ‘ =) ——
R, £ P g P B P E B J:;'*.'.”%‘%”"‘"‘\\“\“\
* AavéQkn peletn 120.000 neprotatikd pe OME, 1980-2011, £8eLée ot :
TOV. TPWTO XPOVO €ixav augnpevo Kivouvo Bavatou Tou TOPEUELVE == e
avénuevog ta emopeva 30 xpovia T it o
* KaAf pokpoxpovia mapakolovBnon vy mpoAnyn  UTOTPOTG-
Bavatou s
‘_E “ -.*E,-o.__‘ T T . I o

30-Year Mortality After Venous Thromboembolism A Population-Based Cohort Study Kirstine Kobberge Sggaard,
MD; Morten Schmidt, MD; Lars Pedersen, PhD; Erzsébet Horvath—-Puhd, PhD; Henrik Toft Sgrensen, DMSc 10
Circulation. 2014;130:829-836.
ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et BB L5 T RS % 2228255 2% 0% L%%%2%%%2%%%%
al. European Heart Journal Supplements (2017) 19 (Supplement D), D309-D332The Heart of the Matter Siikiprpri i
doi:10.1093/eurheartj/sux030 carel duagnoss



MeTAVOOOKOMEIOKN TTAPAKOAOUONON TTVEUMOVIKNG
EMPoANg

v DappokeuTikn aywyn (EAeyxoc Spaotikotntac, StapkeLa, AAANAETUS PAOELC, TTOPEVEPYELEC)
v 'EAeyx0 UTTOTPOTTAC

v EAeyxo KakonOeLag

v Opoppodiiio

v ATLELKOVLOTLKOC EAEYXOC

v MetaBpopBwtikdé cuvSépopo

v Xpovia OpopBospBOALK TIVEUOVIKN UTEPTOON



O¢paTtreia Tng NE

» Tnv oela paon (oupBatikd oL MPWTEC 7 LEPEC), LE OKOTIO VAL TIEPLOPLOOUUE TN
BpopPospuBoAn kal tpoAdfoupe véo Bavatndopo enelcodlo

»Tnv  pakpoxpovia ¢adaon, otnv  omola  KAVOUPE  TpoAnyn  VEwv
BpopBospPorikwy enelcodiwv (vTtotponn)

» Tnv mopatetapevn mepiodo (ampoodioplotng SLAPKELOC), UE OCUVEXLON TNC
QVTUMNKTIKAC aywyng mepav twv 3unvwv (acBeveic pe vPpnAo «kivduvo
UTTOTPOTIWV)

ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al. European Heart
Journal Supplements (2017) 19 (Supplement D), D309-D332The Heart of the Matter doi:10.1093/eurheartj/sux030



AvtaywvioTEg Bitapivng K

Ytnv ofela (rmavta aAAnAemikaAvn
e HXMB yia 5 HEPEC Kal EwC
INR>2) KoL TNV MOPATETAUEVN
daon Beparneiog

XpnleL taktikne petpnonc INR(2-3)

ALOLTpOCI)n npooAnyn otaBepnc
noocotntoc Prrapivng K

Mpoooxy o€
bopUAKWY

aAANnAemdpaoelg

Mpoooxn o€ NTTATIKA OVETIAPKELDL

‘EAeyX0 aLpLOppOyLWV (oe aneO\ntLKn

yla tnv {wn aluoppayio xopnynon
vit K)

May increase INR

May decrease INR

Antibiotics

= Dicloxacillin
= Griseofulvin
= Nafcillin
= Rifampin

Azathioprine

Enzyme-inducing antiepileptic drugs (eg, carbamazepine,

phenobarbital, phenytoin [mixed effects described])
Cholestyramine
Ritonawvir

Sucralfate

Acetaminophen
Allopurinol
Amiodarone

Androgens (eg, methyltestosterone, axandrolone,
testosterone)

Antibiotics

» Penicillins (eqg, amoxicillin, amoxicillin-clavulanate)

Exceptions: Dicloxacillin and nafcillin may decrease the
INR

s Doxycycline
» Cephalosporins

» Fluoroguinolones (eg, ciprofloxacin, levofloxacin,
moxifloxacin, norfloxacin)

s Macrolides (eg, azithromycin, erythromycin,
clarithromycin)

= Metronidazole
s Trimethoprim-sulfamethoxazole

Azole antifungals (eg, fluconazole, miconazole [oral],
variconazole)®

Cancer therapies
» Capecitabine
» Fluorouracil (5-FU)
= Imatinib
= Tamoxifen

Cholesterol-lowering agents (ea, gemfibrozil, fenofibrate,
fluvastatin, lovastatin, rosuvastatin, simvastatin)

Exception: Cholestyramine may decrease the INR




Hmrapivn XaunAou Mopiakou Bapoug-@ovtatrapivoug

HXMB

e umopel va xopnynBel otnv ofela kal otnv
napoatetopevn daon Beparmneiog

e Métpnon 2B, kpeatwivn, PT, aPTT mpw
NV €vapén tng Beparmeiag

e MEtpnon anti Xa o€ veppLkn avemapKkeLa
* Artoduyn oe clcr<20ml/min
* Neplodikn petpnon Ht, PLT, clearance

* EAeyxo aulpoppaylwv (o€ amelAnTikn yla
Vv {wn apoppayia mpwtapivn)

Qovrtanapvoué
TIEVTAOAKYXOPLTNG
Méetpnon 2B, kpeatwivn, PT, aPTT mpv
NV €vapén tng Beparmeiag
Arntoduyn oe cler<30ml/min
2B >100 kg: 100mg
BMI>30kg/m2: faoeL IB
2>B<50kg: 5mg

Evdeltn oe HIT

‘EAeyx0 aLpoppaylwy (o€ ametAnTkn yo tnv
(wn atpoppayia rFVIla)

Pharmacology of anticoagulants used in the treatment of venous Thromboembolism. Edith A. Nutescu et al. ] Thromb Thrombolysis (2016)

41:15-31DO0I 10.1007/s11239-015-1314-3



NewTEPA ATTO TOU OTOMATOG AVTITTNKTIKA

TAEBLE 1 Non-Vitamin K-Dependent Oral Anticoagulant Agents in the Treatment and Secondary Prevention of VTE

Dosage and Interval

Initial Phase

Long-Term Phase

Extended Phase

Not Recommended or Contraindicated*

Rivaroxabant 15 mg twice daily with

food for 21 days

Dabigatran
etexilatet

Initial therapy with
parenteral
anticoagulation for
5-10 days should
precede
administration of
dabigatran etexilate

Apixaban 10 mg twice daily

for 7 days

Edoxabang Initial therapy with
parenteral
anticoagulation for
5-10 |days should
precede
administration

of edoxaban

20 mg once daily with food

150 mg twice daily

5 mg twice daily 2.5 mg twice daily after at

least 6 months of treatment

60 mg once daily
30 mg once daily can be considered in patients

with =1 of the following factors: CrCl
15-50 ml/min; body weight =60 kg;
concomitant use of P-gp inhibitors,
cyclosporin, dronedarone, erythromycin,
or ketoconazole

CrCl <30 ml/min

Moderate or severe hepatic impairment
(Child-Pugh B and C), or hepatic disease
associated with coagulopathy
Concomitant use of combined P-gp and
strong CYP3A4 inhibitors or inducers

CrCl <30 ml/min

Concomitant treatment with P-gp inhibitors
in patients with CrCl <50 ml/min
Concomitant treatment with P-gp inducers
(i.e., rifampin)

CrCl <15 ml/min

Severe hepatic impairment (Child-Pugh C),
or hepatic disease associated with
coagulopathy

Strong dual inhibitors or inducers of
CYP3A4 and P-gp

CrCl <15 ml/min

Moderate or severe hepatic impairment
(Child-Pugh B and C), or hepatic disease
associated with coagulopathy
Concomitant treatment with rifampin

Management of Pulmonary Embolism, An Update. Stavros V. Konstantinides, MD, PHD et al. JOURNAL OF THE AMERICAN COLLEGE

OF CARDIOLOGYVOL.67,NO. 8, 2016




AVTIOIMOTTETAOAIOKA

Table 16 Results of randomized controlled trials of long term therapy for VTE

e ME pr{_q vvwo"[é T[pOGl.(XeEO'l.KC') T[apdvov'ca Study Treatment Subjects Recurrent VTE Major bleeding
, , , ’ , LAFIT, 1999 Placebo vs. 83/79 17 (27 %/pt.-year) vs. 1 (1.3 %/pt.- 0 vs. 3 (3.8 %/pt.-year)
e g£xouv Nén AaBeL 3pnvn avtumnktikn Oeparneia Warfarin Unprovoked  year) (HR 0.05: 95 % CI
(INR2-3) VTE 0.01-0.37)
14 I I
° PREVENT, Placebo vs. 253/255 37 (7.2/100 pt.-year) vs. 14 (2.6/100 2 (0.4/100 pt.-year) vs. 5 (0.9/100 pt.-year) (H
OLaKOTTOLV TNV AVTUTINKTLKN Gepane L 2003 Warfarin (INR Unprovoked  Pt-year) (HR 0.36; 95 % CT 2.53; 95 % CI 0.49-13.03)
’ ) ’ ’ 1.5-2) VTE 0.19-0.67)
* Xwpig avtevoelgn ya Angin aomipivng ELATE,  Wafuin ONR 369569 16 (L9/100 ptoyean) vs. 6 (07100 9 (LI/100 pt-year) vs. § (0.9/100 pryear) (HI
2003 1.5-2) vs. warfarin - Unprovoked  PL-year) (IR 2.8; 95 % CT 1.1-7.0)  1.2:95 % CI 0.4-3.0)
14 14 I I
* QUOTHVETOL N TapATETAMEVN ANYPn aoTipivng (INR 2-3) VTE
PADIS-PE,  Warfarin (INR2-3)  184/187 3 (1.7 %) vs. 25 (13.5 %) (HR 0.15; 4 (2.2 %) vs. 1 (0.5 %) (HR 3.96; 95 % CI
2015 vs. Placebo 95 % CI 0.05-0.43) 0.44-35.89)

Unprovoked

ylo tpoAnydn uTTOTPOTIAG e

RE-MEDY, Dabigatran 150 mg 1430/1426 26 (1.8 %) vs. 18 (1.3 %) (HR 1.44; 13 (0.9 %) vs. 25 (1.8 %) (HR 0.52; 95 % CI

I 14 I
L MELQ)O'I’] KOTQ 30-35% TOU KLV6UVOU 2013 BID vs. Warfarin 95 % CI 0.78-2.64) 0.27-1.02)
(INR2-3)
! ! ' ! RE- Dabigatran 150 mg  681/662 3 (0.4 %) vs. 37 (5.6 %) (HR 0.08; 2 (0.3 %) vs. 0
Unorponn CI prl'q au&non us Lzovoq SONATE, BID vs. Placebo 95 % CI 0.02-0.25)
2013
I
aluoppavtaq EINSTEIN-  Rivaroxaban 20 mg  602/594 8 (1.3 %) vs. 42 (7.1 %) (HR 0.18: 4 (0.7 %) vs. 0
Extension, daily vs. Placebo 95 % CI 0.09-0.39)
2010
AMPLIFY- Apixaban 5 mg BID 840/813/829 Apix 5 mg 14 (1.7 %) vs. Apix Apix 5 mg 1 (0.1 %) vs. Apix 25 mg 2 (0.2 9
EXT, 2013 or 2.5 mg BID vs. 2.5 mg 14 (1.7 %) vs. Placebo 73 vs. Placebo 4 (0.5 %)
Placebo (8.8 %) Apix 5 mg vs. Placebo (RR 0.25; 95 % CI
Apix 5 mg vs. Placebo (RR 0.20; 0.03-2.24) or Apix 2.5 mg vs. Placebo (RR
95 % CI 0.11-0.34) or (RR 0.19; 0.49; 95 % CI 0.09-2.64)
0 Brighton TA, et al. The New England Journal of Medicine. 2012. 95 % CI 0.11-0.33)
367(21)1979-1987 WARFASA,  Aspirin 100 mg 205/197 28 (6.6 % per year) vs. (11.2 % per 1 vs. 1
2012 daily vs. Placebo year) (HR 0.58; 95 % CI 0.36-0.93)
O Becattini C, et al. The New England Journal of Medicine. 2012. ASPIRE, Aspirin 100 mg 4117411 57 (4.8 % per yean) vs. 73 (6.5 % per 14 vs. 8

2012 daily vs. Placebo year) (HR 0.74; 95 % CI 0.52—1.05)

366(21):1959-1967.



[TapakoAouBnon PAapUAKEUTIKAC aywyng

MNeplodiko EAeyyo (kaBe 3—12 months) Twv mapoKATW:

1. Nedplkic Asttovpyiog

(cl <20ml/min: mpoooxn oe NOAC's, povtamapivous)

2.  Hmnotwknc Aettoupylog

(Avtevoelén yla aviaywvioteg Brrapivng K)

3.  Evdexopevo sykupoouvng

(avtevdelen yia avtaywvioteg Brrapivng K, NOAc's, povtamapivous)
4.  AnwAegloc N avénonc Bapouc

(<50kg r} >100 kg) ’Q
5. Emepyopevec emepPatikec Stadikaoieg

(Tpomomnoinon aywync)

6. AMNAeTOpAOCELC PE VEQ PApHLOKOL




Alapkela OepaTtreiag

v ME pe yvwoto npodLobeoiko mapayovta: yia 3 HAVEC

v MNE ywpic mpodiabeoiko napdyovra: TOYAAXIZTON 3 pHAVEC
v EvBexOpEVO MOpATETOHEVNC AYWYAC, v 0 KivBuvoc atpoppayiag eivat
XOUNAOG

v Metd ta 2 xpovia Alyo. OTOLXELOL OXETIKA E TOUC KWVEUVOUC KoL TO.
opEAN TNG AVILTNKTLKAC

v Etriola aftoAoynon anod BepATOVTEC

v’ 2° entewo661o ME: pakpoxpovia AN avIutnKTKAC aywync, yLa pn
KaBopLlopEVO XpOVoO.

2014 ESC Guidelines on the diagnosis and management of acute pulmonary embolism. 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). European Heart Journal (2014) 35, 3033—-3080 doi:10.1093/eurheartj/ehu283

NpodLaBeoIkol mapPAYOVTEC

&

% Xelpoupyeio

» TPl

* aKlvntomoinon

* AN OpUOVLIKAG
UTTOKOTAOTAONC/AVTIOUAANTITIKWV

(T mponyoupeveg 3 efdopadec-6

LLAVEC TPV ATTO TNV TIVEUOVLKNA

eUBoAn)

CR)

D)

CR)

D)

CR)

D)

L)




NE oxeTi(opevn ye KakonOeia

v" HXMB yia touldxlotov 6 HAVEC.

v/ Ze evepyd veomhaopatik voco i AqPn XMO: cuvéxion Tng
aywyng LETA TO 6Unvo

v Av laon f mMAApn Udeon vOoOoU: SLAKOTI TNG AVIUTNKTIKNAG OyWYNG
HETA amo 6 unveg, €poocov Oev AapPBaver i Aafet XMO, o€

4

aoBeveic xapnAou kKivduvou

v AoBeveig ’UQJTK\OL'J KwOUVOU  UTIOTPOTIWV:  OUVEXLON  TNG
QVTLTINKTIKAG O
odeloug

O 2014 ESC Guidelines on the diagnosis and management of acute pulmonary embolism. 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). European Heart Journal (2014) 35, 3033—3080
doi:10.1093/eurheartj/ehu283

0 Khorana AA, Kuderer NM, Culakova E, Lyman GH, Francis CW (2008) Development and validation of a predictive
model for chemotherapy-associated thrombosis. Blood 111(10):4902-4907

Predictive model for VTE according to Khorana et al

A pe mePLOdIKA €mMAVeKTIHNON KWOUVOU Kol Patient characteristics

Risk score

Site of cancer

Very high risk (stomach, pancreas)

High risk (lung, lymphoma, gynecologic, bladder, testicular)
Prechemotherapy platelet count >350,000/mm”>
Hemoglobin level less than 10 g/dl or use of red cell growth factors
Prechemotherapy leukocyte count >1 1,000/mm’

Body mass index >35 kg/m” or more

p— e e D

High-risk score >3
Intermediate risk score 1-2

Low-risk score 0



YTroTrpotrn vOoou

v' MNE pe yvwoto mopdyovia Kwduvou: 2.5% avd £1og,
LETA TNV Slakorr) tn¢ Oeparneiog

v' MNE ywpic yvwoto napayovta Kiwduvou: 4.5% avad £tog

v Mrnopst kot 10% HETA TOV TPWTO XPOVO amd Tnv
Sdlakorn tn¢ Bepareiag

v Evepyoc kakorBsta: 20% £vtoc Twv MPpwTtwv 12 punvwv
Qo TO EMELOOBLO.

v'H 6udpkela tng Bepamneiag v emnpedlel to MOCOO0TO
UTtOTPOTING, Ama€ K SlakoTel

v EKT{UNoN VEWV CUUMTTWHATWY KOL CNUELWV yLa TUXOV
UTTOTPOTII) VOOOU

2014 ESC Guidelines on the diagnosis and management of acute pulmonary embolism. 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). European Heart Journal (2014)
35, 3033-3080 doi:10.1093/eurheartj/ehu283
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HR = 2.30; 95% Cl: 1.82-2.90

12 24 36 48 60 72 84 96 108 120
Months After Discontinuation




YTroTrpotrn vOoou
NMNapayovTeg KivOUvou

2xetifovral pe LEYOAAUTEPO KiVOUVO UTOTPOTIAG
e 11 neplocotepa enetcodae ©ME vooou

AvtidwoPoALrdiko cuvdpopo

Yuyyevnc BpopBodlia
YrioAewppatikn OpopBwon ev tw Babel pA. diktuo

AvoAettoupyila 6€Lac KOLALOC TTOU TTAPAUEVEL OE U/s KapOLAC

XapnAd D-dimer 1 pAva HeTA TNV SLAKOTI TNG AVTLUTNKTIKAC, OXETL{oVTOL UE XA UNAO Kivouvo

2014 ESC Guidelines on the diagnosis and management of acute pulmonary embolism. 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). European Heart Journal (2014) 35,
3033-3080 do0i:10.1093/eurheartj/ehu283



Annals of Intemal Medicine’

LATEST  ISSUES  CHANNELS  CME/MOC  INTHECLINIC  JOURNAL CLUB
ORIGINAL RESEARCH ~ 6 JANUARY 2015

0-Dimer Testing to Select Patients With a First Unprovoked Venous
Thromboembolism Who Can Stop Anticoagulant Therapy: A Cohort Study

WEB EXCLUSIVES

Clive Kearon, MB, PhD; Frederick A. Spencer, MD; Denis O'Keeffe, MB; Sameer Parpia, PhD; Sam Schulman, MD, PhD; Trevor Baglin, MB
atz, DO; Kenn n R. Lentz, MD, PhD; Craig M. Kessler, MD
1. Connors, MD; Jeffrey S. Ginsberg, MD; Luciana Spadafora; Jim A. Julian, MMath; for the d-Dimer Optimal

Duration Study Investigators *

e ME R DVT xwpic yvwoto npodlabeoikod
napayovta

Scott M. Stevens, A. Bauer, MD; james D. Douketis, MD; S

e 3-7 UNVEC OVTUTNKTLKA

e Meplodbikn pétpnon d-dimer, peta to
nMEpaG tnNC Beparmeiag k 1 pAva peTa

e Av 2 apvnTikeg dev Eavapyle Beparmeia
e Av 1 Betikn} apyLle AL

* 6,7% UTIOTPOTIH O€ AVIPEC/ETOC

* 5.4% UTIOTPOTIN OE€ YUVOLKEC/ETOC

e Aev dikaloloyel SLakoT) AVILITNKTILKAC
(touAaLoTOV OTOUG AVTPEC)

Venous thromboembolism: Predicting recurrence and the need for extended
anticoagulation Geoffrey D Barnes et al. Vasc Med. 2015 April ; 20(2): 143-152

AUTHOR INFO

Prediction models for recurrent venous thromboembolism

Model name Vienna prediction model'¢

DASH score'?

Rodger or men continue and
HER DOO?2 score

Number of patients 929

Design Prospective cohort study

Predictive variables Male = female. PE = proximal DVT =
distal DVT. Elevated D-dimer after AC

0 to 350
2%—15% depending on total score

Total score
Annual risk of recurrence
(nomogram)

1.818
Patient-level meta-analysis

D-dimer abnormal after cessation of AC

(2 points). Age =50 years (| point).

Sex — male (| point). Hormonal use at

VTE onset (-2 points)

-2to 4

Score of =1: 3.1%
Score of 2: 6.4%
Score of =3: 12.3%

646

Prospective cohort study

Men continue. Hyperpigmentation
(I point). Edema (| point). Redness
(I point). D-dimer =250 pg/L
during AC (I point). Obesity

(BMI =30 kg/m?) (I point).

Old (age =65 years) (| point)
Otob

Women with score of =1: 1.6%
Women with score of =2: [4.1%
Men: 13.7%

Abbreviations: DVT, deep vein thrombosis; VTE, venous thromboembolism; AC, anticoagulation; BMI, body mass index; PE, pulmonary embelism.



YTTOTPOTTN TTapd TNV AVTITTNKTIKN aywyn

Recurrent VTE during
antlcoagulant therapy

LMWH anotuyia
=  AMN\ayn o€ mAnpn 60on (av ATav umtoBepameuTIKn)

Exclude HIT and Non-

= AUEnon 66ong katd 20-25% av ftav Bsparneutikf(Grade 2C) s
= MéeEtpnon eruédwy anti-Xa
» Enavaflohdynon oe 1 epdoudda ot

* [pocapuoyrn 66ong LMWH ota enimeda otdxou anti-Xa

AvtaywvioTteg VitK amotuyia LMWH or UFH

and resume
VKA (target

» MetaPoaon oe LMWH ‘H yépupa pe LMWH kal petd petafaon INR 2-3)
TIAAL o€ avtaywviotég VitK pe vpnAotepo otoxo INR (>2.5-3)

NOAC’s anotu)ia (e kaAR cuppopdwon)

= Metafaon oe LMWH, touldylotov mpoowptva (Grade 2C)

Lee AYY et al Blood 2013;122:2310-2317




NME-oxeTiICOMEVN NE KAOKONOEIO
YTTOTPOTTN

" Aywyn @AAn ano LMWH: aAAayr) oe LMWH
" Aywyn ue LMWH: avénon tng 66on¢ katd 25%

= Aywyn pe LMWH aAAd os urtoBeparmeutikd emnineda: avénon
¢ 600on¢ og Beparmevtika emntimeda e faon to 2B



YTTOTPOTT] UTTO AVTITTNKTIKI aywyn

v YrioBeparmeutikn aywyn (kak cuppopdwon, Sucamoppodnon, Adboc 66on, aAANAETUSPAOELC e
aAAa pappoka)

v AvTLpwoPoATTtdikd ocuVEpopo

v EMewpn npwteivne S, C, avendpketa avtiOpoppivng
v HIT (heparin-induced thrombocytopenia)

v KakonBeLa

v MugAOUTIEPTIAQLOTIKO




‘EAgeyxocg OpopuBogiAiacg

Table 1. Clinical Characteristics Suggestive of Inherited Thrombophilia
in Patients with Venous Thromboembolism (VTE).

Thrombosis at a young age (<50 yr), especially in association with weak provok-
ing factors (minor surgery, combination oral contraceptives, or immobility)
or unprovoked VTE

Strong family history of VTE (first-degree family members affected at a young age)
Recurrent VTE events, especially at a young age*

VTE in unusual sites such as splanchnic or cerebral veinsy

* The antiphospholipid syndrome must also be considered, but it is not inherited.

T Patients with splanchnic-vein VTE should be assessed for myeloproliferative
neoplasms and paroxysmal nocturnal hemoglobinuria.

Connors JM. N Engl J Med 2017;377:1177-1187

Antithrombin

Protein C

Protein S

Homocysteinaemia
Antiphospholipids antibodies

(anti-cardiolipine and anti-

beta-2 glycoprotein-1)

Factor V Leiden
G20210A mutation
Lupus anticoagulant



[16T1€ Ba T KAVOUUE

e Evaluation of protein C and S, which are vitamin K-
dependent factors, should not be performed during the
treatment with vitamin K antagonists.

e Evaluation of thrombophilic defects should not be per-
formed during the treatment with the new oral
anticoagulants.

e Pregnancy modifies the levels of protein C and protein S
(higher and lower levels, respectively)

The tests should NOT be routinely performed:

e During the acute phase of venous thromboembolism (possi-
ble consumption of physiological anticoagulants factors)

e During anticoagulant therapy

e During pregnancy

Tests are usually performed:

e After 3months form the acute event;

e After permanent or temporary suspension of anticoagulant
treatments (after 15 days and 48 h for vitamin K antago-
nists and new oral anticoagulants/heparin, respectively)

Partial screening should be avoided.

ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al. European Heart Journal
Supplements (2017) 19 (Supplement D), D309-D332The Heart of the Matter doi:10.1093/eurheartj/sux030
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‘EAgyX0¢ Kakon0eiag

v 6.1%-10% twv a.oBevwv pe ME ywpic yvwoTo
napayovta Klvduvou pnopel va epdavicouvv

kakonBela og 1 xpovo amo to cupBav
v’ SUYKPLOT TLEPLOPLOUEVOU-EKTETOUEVO ENEYXO
v’ Ektetopévoc: pe CT Avw-KATtw Kowiog
v ELKOVLKI] KOAOVOOKOTINON+Ya0TPOOKOTNON
v Naykpeatoypadia

v NopakolovBnon 1 xpovo

The NEW ENGLAND

JOURNAL o MEDICINE

ESTABLISHED IN 181 2 AUGUST 20, 2015

Screening for Occult Cancer in Unprovoked Venous
Thromboembolism

Carrier, M.D., Alejandro Lazo-Langner, M.D., Sudeep Shivakumar, M.D., Vicky Tagalakis, M.D.,

Aev peELWVEL:
v aplOuo twv Kapkivwy tou StaddBouv
v'ToV HECO XPOVO PEXPL TNV SLAyvwon

v’ tnv oxetlldpevn Bvntotnta




"EAgeyX0¢ Kakon0eiag

L NARpec Lotopko

L Duowkn e€€taon

U A/a Bwpakog

U E¢etdoslc alpatog(yevikn, acBEotio, nratikn Bloxnueio)
U lMevikn olpwv

U E¢€taon npootatn, PSA (avtpec avw twv 40)

dMoaotoypadia, NAM-teot (yuvaikeg avw twv 40)

Management of Pulmonary Embolism, An Update. Stavros V. Konstantinides, MD, PHD et al. JOURNAL OF THE
AMERICAN COLLEGE OF CARDIOLOGY VOL.67,NO .8, 2016



MeTaOpouBwTtiké cuvdopouo (PTS)

e 20-50% twv 0oBsvwv eviog 2 Leg symptoms Signs
ETWV HETA oMo &V Tw Pabel
dAeB0BpOUBWON Heaviness or tiredness Edema
Pain Peri-malleolar
e Enimtwon 0,7-2 oeg 1000/€tog, telangiectasiae
QuEAVETaL Ue TV NALkio Swelling Venous ectasia,
e 5-10% TwWvV TEPUTTWOEWY Eival varicose veins
coBapo Itching Hyperpigmentation
Cramps Redness
Paresthesia Dependent cyanosis
Bursting pain Lipodermatosclerosis
Symptom pattern: worse with activity, Healed ulcer(s) or
standing, walking, better with rest, lying open ulcer(s)

down, maximum at end of day

Guidance for the prevention and treatment of the post-thrombotic syndrome. Susan R.
Kahn J Thromb Thrombolysis (2016) 41:144-153 DOI 10.1007/s11239-015-1312-5




Kpithpia diayvwong PTS

Villalta PTS scale

Symptoms Clinical signs
Pain Edema
Cramps Skin induration
Heaviness Hyperpigmentation
Pruritus Redness
Paraesthesia Pain during calf compression

Venous ectasia

Each symptom/sign rated as 0 (absent), 1 (mild), 2 (moderate),

or 3 (severe)

Scoring
Oto 4 No PTS
5to 14 Mild/moderate PTS

>15 or presence of ulcers

Severe PTS




MNapdayovTteg KivOUvou yia PTS

Noapadyovteg KvdUvou TNV otiyur tTng diayvwong DVT
= HAwia

Auvénuevoc deiktne padloc cwpatoc (BMl)
Mpoumtdpyxovoa GAeBLKA aveMAPKELQ

DVT oto gyyug

YToBeparmeuTIKN aAywyr TOUC MPWTOUC 3 UNVEC

Napdyovtec KvdUvou Katd to follow-up
= Yriotporidlovoa DVT oto ibLo akpo

* MNapapévouv dAePka cupmtwpatoe/onpeta 1 prva peta ano ofela DVT

" YroAelpupotikn) OpouBwon oto unepnyoypadnua

(3-6 pnAvec peta amno ofv emneloodlo DVT)

* MNoapapévouv avénueva enimeda D-dimer petd amno efdopddec-pnvec amno tnv DVT

Guidance for the prevention and treatment of the post-thrombotic syndrome. Susan R. Kahn J Thromb Thrombolysis (2016) 41:144-153 DOI
10.1007/s11239-015-1312-5



pre—

MeTpa TTPpOANWNS METABPOUBWTIKOU oUuVOPONOU(PTS

v Avtnnktikn Ogpareio (yio tpoAndn vrtotpornwyv DVT)

v AvTtipoTikG oToleldr wC TPoC To OPeAOC XPAoNC Twv KaAtowv SlaBadulopévng
ouurnieong

v  Av untdpxeL atoOnpa Bapouc-oldnpa: kaAtosc StoBabpLopévne cupTieonc, LEXPL TO
yovato, 20-30 mm Hg
v'Av 20-30 mm Hg 8ev eAéyxeL KOAG TOL CULTITTWHOTO, CUOTAVOVTOL KAATOEC HEYOAUTEPNC

niteoncg (30-40 mm Hg i 40-50 mm Hg)

Guidance for the prevention and treatment of the post-thrombotic syndrome. Susan R. Kahn J Thromb Thrombolysis (2016) 41:144-153 DOI
10.1007/s11239-015-1312-5



AvTiyeTwtrion PTS

v KdAtoec Stafabpiopévnc ovprnisonc (20-30 mm Hg i peyaAUtepnc riteonc)
v ELOIKEC CUOKEUVEC TTEPLOBLKAC oUMTILEONC OE METPLO-ocoBapo PTS

v KaAn nieputoinon oto dAEBLKE EAKN LE TOTILKEC Oepartelec

v  Antoduyn opBootooiog

v  Artoduyn KoOLOTIKAC LWAC

v Avdpporn 0¢on

v Taktik oiepoPLkr) dknon yo €va 6 punvo

Guidance for the prevention and treatment of the post-thrombotic syndrome. Susan R. Kahn J Thromb Thrombolysis
(2016) 41:144-153 DOI 10.1007/s11239-015-1312-5




ATIELKOVLIOTLKOC EAEYYOC




CTPA R V/Q scan

ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al. European Heart Journal Supplements (2017) 19
(Supplement D), D309—-D332The Heart of the Matter doi:10.1093/eurheartj/sux030



PrEdiCting recurrent PUlmonarY Eur Respir J 2017; 49: 1700413 Thromboembolic resolution assessed by CT

pulmonary angiography after treatment

embolism and chronic thromboembolic for acute pulmonary embolism.
pulmonary hypertension: one more way den Exter PLY, van Es J et al
tO Skin the Cat Prometheus Follow-Up

Investigators.Thromb Haemost. 2015
Jul;114(1):26-34. doi: 10.1160/TH14-10-

Frederikus A. Klok! and Marius M. H::nvta-pler2 0842. Epub 2015 May 28.

» MgV UTIAPYOUV TUXOLOTIOLNMEVEC LEAETEC VLA TNV TIPOYVWOTIKA aflal TWV OITELKOVIOTLKWY
nebodwv ywa vrtotporn) ©ME vooou 3 CTEPH

» 50% 10 T0000TO TwV acBevwy pe maBoloyLko omvBnpoypddnua oToug 6 LAVEC

» amno autoug 1o 3,4% Ba avarmntuéel ota 3 xpovia CTEPH

» Aev SLKALOAOYEL TOV TAKTLKO €AeyXO UE oTivOnpoypadnua o OAoucC TouC aoBevelc pe
ME
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ATTEIKOVIOTIKOG EAEYXOGC

Lung perfusion scan must be performed 3 months after the
acute event in those patients with persisting symptoms
and/or in the presence of right ventricular dysfunction or
pulmonary artery hypertension

Computed tomography is not useful to redefine therapeutic
strategies during the follow-up

Pulmonary RMI is not useful during venous thromboembolism
follow-up.

MRI: magnetic resonance imaging.

ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al.
European Heart Journal Supplements (2017) 19 (Supplement D), D309—D332The Heart of the Matter
doi:10.1093/eurheartj/sux030




A1aBWPaKIKOG UTTEPNXOG KapdIdg oto FU

FR 18Hz
17em

e OooL elyav emPBapuvon  6eflac
KoW\lac/MNY: emavéleyxog Kkotd TNV
£€060 i 8

* JUVUTIAPXOUV CUUTTTWHATA KOl ' .
naBoloylkd eupripata: 3 UAVES
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ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al. European Heart
Journal Supplements (2017) 19 (Supplement D), D309-D332The Heart of the Matter doi:10.1093/eurheartj/sux030



v Noyw Xpoviag amodpagng  Twv
TIVEU LOVLIKWV 0[PpTNPLWV

v Enintwon  0.1-2%  eviog twv 2
MPWTWV €TWV amno ME

v JUOXETION ME TO QVIUTNKTIKO TOU
AUKou, avildwodoAutLdika
QVILIOWHOTA KoL ME  avénuéva
emnineda tou napayovta VI

v AN\OL TapAYOVTEC KWSUVOU Tlou
oxetilovtat LLE XELPOTEPN
POYVWOoN tng  CTEPH elvai
dbAeYLOVWOELG VOOOL TOU EVIEPOU,
00TEOMUEALTIOO, OTTANVEKTOWUN

CTEPH

Infection and

inflammation

Immunity

~ Genetics

q!

v

Incomplete resolution and
organisation of thrombus

Lack of thrombus
angiogenesis

Development of fibrotic
stenoses/occlusions

Adaptive vascular remodelling
of resistance vessels

In situ

ANMCO Position Paper: long-term follow-up of patients with pulmonary thromboembolism. Carlo D’Agostino et al. European Heart Journal Supplements (2017) 19
(Supplement D), D309-D332The Heart of the Matter doi:10.1093/eurheartj/sux030

. |

__thrombosis



V' ZUMMTWHATA (N EWBLKA, armouotalouy
OTOL APXLKA oTAdLO TG VOOOU

v AVorvola, Bwpakadyio

v'M£0on TIVEUMOVLKN) aptnplakn Tieon
>25mmHg, pe niieon evodnvwong
< 15mmHg

v Touhdylotov 1 TUNUATIKO EANAELUMOL
alpatTwong oto  omnwbnpoypddnua
QLUATWONC TIVEUMOVWV N amodpaén
TNG TIVEUMOVIKNG aptnplag otnv
LLOLYVNTLKN ayyeloypadla ) mVEUHOVIKNA
ayyeloypadia

CTEPH

2rivenpoypadnua oLUATWONG
amoteAel TNV e€€taon EKAOYNC
yia tnv CTEPH

Evalwocbnoio  76-97% Kol
eldikotnta 90-95%

TouAdyloTtov 3 HNVEC HLETA ATO
TTAAPN AVTLTNKTLKN oywyn
ErBePaiwon LE oe€lo
KOOETNPLAOUO KOL TIVEULOVLKN
ayyeloypadia

Table 5 Right heart catheterization in chronic thromboem-
bolic pulmonary hypertension

Haemodynamic parameters
mPAP >25mmHg
PAWP <15 mmHg
PVR > 3 WU
Pulmonary angiography
Pulmonary arteries dilatation
Vascular obstruction
Vascular webs
Post-obstructive dilatation
Pulmonary areas of reduced perfusion

mPAP, mean pulmonary arterial pressure; PAWP, pulmonary artery
wedge pressure; PVR, pulmonary vascular resistance; WU, Woods
units.



Recommendations

In PE survivors with persistent
dyspnoea, diagnostic evaluation
for CTEPH should be considered.

Screening for CTEPH in
asymptomatic survivors of PE is
eurrently not recommended,

38l

It is recommended that, in all
patients with CTEPH, the
assessment of operability and
decisions regarding cther
treatment strategies be made by
a multidisciplinary team of
EXPRrTS,

391, 398,
403, 412

Life-long anticcagulation is
recommended in all patients
with CTEPH,

412

Surgical PEA is recommended

for patients with CTEPH. 412

Riociguat is recommended in
symptomatic patients who have
been classified as having
incperable CTEPH by a CTEPH
team including at least one
experienced PEA surgeon, or
have persistent/recurrent
CTEPH after surgical treatment.

411,412

Off-label use of drugs approved
for PAH may be considered in
symptomatic patients who have
been classified as having
inoperable CTEPH by a CTEPH
tearn including at least one
experienced PEA surgeon.

412

CTEPH

CTEPH diagnosis
Continue lifelong anticoagulation

Operability assessment by
CTEPH team

Operable Inoperable
*

i, . +
* | Consider second
opinion by another
experienced centre
¥ '
Pulmonary v
endarterectomy Targeted medical
? - therapy
: 1 v s
ymptomatic | | Teferal | | Emerging
‘:‘:‘lim“m for lung therapies
Mrertingon transplantation (BPA)

BPA = balloon pulmonary angioplasty; CTEPH = chronic thromboembaolic
pulmanary hypertension; CTEPH team = a multidisciplinary team of experts
experienced in the diagnosis and operability assessment of patients with
CTEPH.

*Defined as in Jamieson et al ¥

2014 ESC Guidelines on the diagnosis and management of acute pulmonary embolism. 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). European Heart Journal (2014) 35,

3033-3080 doi:10.1093/eurheartj/ehu283




v AVTUTNKTIKA aywyn

v’ EMAVEKTIHOU LE OUXVA TOV KivEUVO UTIOTPOTIAC/ALLOpPay LWV
v Epudavion VEWV OUUITTWUATWY

v Ertuthokéc (PST, CTEPH)
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