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* Pulmoner emboli tanimini bilmek icin 6ncelikle emboli,
tromboz, pulmoner tromboemboli, derin ven
trombozu ve vendz tromboemboli tanimlarini
bilmemiz gerekmektedir.

 Trombus olusum mekanizmalarini Virchow tarafindan
tanimlamistir. Bunlar hiperkoagtilabilite, damar
endotel hasari ve venoz stazdir.

* Bu mekanizmalarin birinin veya bir kacinin sonucunda
venoz trombus olusur. Bu siklikla alt extremite derin
venlerinde olusur, bu nedenle derin ven trombozu
olarak adlandirilir.



 Bu trombuslardan kopan parcalarin (embolilerin)
vendz sistem boyunca ilerleyerek ve sag
ventrikullu gecerek pulmoner arteri tikamasina,
pulmoner emboli denir.

* Pulmoner tromboemboli ise, hem pulmoner
artere derin venlerden gelen emboliyi, hemde
pulmoner arterlerin kendisinde olusan tromblisu
icine alacak sekilde iki durumun birlesik adidir.

* Venoz tromboemboli ise hem pulmoner
tromboemboli hem de derin ven trombozlarini
kapsayan bir tanimlamadir.
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* Guclu risk faktorleri (riski 10 kat arttirir)
-Alt ekstremite kirigi

-Son 3 ay icinde KKY veya AF nedeniyle hastanede
yatis

-Kalc¢a veya diz protezi

-Major travma

-Miyokard enfarktlisu (onceki 3 ay icinde)

-Onceki vendz tromboembolizm dykusi

-Omurilik yaralanmasi



Orta risk faktorleri (Riski 2-9 kat arttirir)
-Artroskopik diz ameliyati

-Oto-immin hastaliklar

-Enfeksiyonlar (6zellikle pnémoni, IYE ve HIV)
-Kan transfliizyonu

-Santral venoz kateterler,

-Kanser (6zellikle metastatik), Kemoterapi
-Konjestif kalp veya solunum yetmezligi
-inflamatuar barsak hastaliklari

-OKS kullanimi, postpartum dénem, in vitro fertilizasyon, hormon
replasman tedavisi

-Eritropoez uyarici ajanlar
-Paralitik inme
-Trombofili, Yiizeyel vendz tromboz




* Dustuk risk faktorleri (risk 2 kattan az arttirir)
— Yatak istirahati> 3 glin
— DM-Hipertansiyon

— Oturma nedeniyle hareketsizlik (6rn. Uzun sureli araba
veya ucak yolculugu)

— lleri yas
— Laparoskopik cerrahi (6rnegin kolesistektomi)
— Oberzite

— Gebelik
— Varisli damarlar




Akut PE hem dolasimi hem de gaz degisimini bozar.

Artmis pulmoner arter basincini (bunun icin damarin
en az %30-50 sinin tikanmasi gerekir) yenmek icin
kompansatuar sistemlerle sag kalp basinci artirilmaya
cahisilir.

Ancak pulmoner arter basinci 40 mmHg’'nin Uzerine
ciktiginda sag ventrikil pompa fonksiyonu yetersiz kalir.

Azalmis sag ventrikll outputu azalmis sol ventrikul
preload’u ile sonuclanir.

Kardiyak output ve sistemik kan basinci diser.
Artmis sag kalp ihtiyaci karsilanamaz hale gelir.



* Pulmoner arterlerde dolasimi bozan pihti, ayni
zamanda pulmoner arter basincini artirarak
sag kalp Uzerinde artmis ylke- sag ventrikiil
vetmezligine neden olur ve agir PE de
mortalitenin primer nedeni budur.
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e Akut pulmoner emboli (APE) klinigi tamamen
semptomsuz olan hastalardan sok ve ani
o6liume kadar degisebilmektedir.

* En sik gorilen semptom dispne (%73) ve
ploretik gogus agrisidir (%66).

* Bunlar oksurik, substernal gogls agrisi, ates,

hemoptizi, senkop ve tek tarafli bacak agrisi
izler.



* APE hastalarinin yaklasik %10’unun
semptomlar akciger enfarktina baglidir.

* Akciger enfarkti siklikla periferik dalda
pulmoner emboli gelistigininde olusur. Bu
hastalarda enfarkta sekonder olusan plevral
inflamasyon agridan, enfarkta sekonder
gelisen hemoraji ise hemoptiziden
sorumludur.



* Fizik muayenede en sik saptayacagimiz bulgu
ise takipnedir (%54).
* Bunu baldir veya uylukda sislik (cap farki),

tasikardi, ral, solunum seslerinin azalmasi, P2
sertligi, juguler ven6z dolgunluk ve ates izler.



Klinik olasilik degerlendirme skorlari hastamizin APE olasiligi konusunda fikir verir
ve daha ileri inceleme yapip yapmamamiz gerektigini 6nerir

Wells Kkriterleri
Derin ven trombozu (DVT) semptomlari
PE dis1 hastalik olma olasiligr dustk
Onceden gecirilmis DVT veya PE
Nabiz>100/dk
Son 4 hattada gecirilmis cerraht veya
immobilizasyon

Hemoptizi
Aktif kanser
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Klinik olasilik (Wells)

3 basamakh skor
Dustiik
Orta
Yiksek

2 basamalh skor
PE olasihig: dustk
PE olasilig1 yuksek




Modifive Geneva skoru

Bacagin palpasyonu ile agr1 veya tek tarafli
odem

Tek tarafli alt extremitede agr

Nabiz 75-94

>95

Onceden gecirilmis DVT veya PE

Son 1 ayda cerrahi veya ekstremuite fraktiirii

Hemoptizi

Aktif kanser

Yas>65

Puan
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Klinik olasilik (Modifiye Geneva)
3 basamakh skor
Diisiik
Orta
Yiiksek
2 basamakl skor
PE olasilig1 diistik
PE olasilig1 yiiksek

0-3
4-10
>11

>0




Pulmoner Emboli Diglama Kriterleri

PERC ( Pulmonary Embolism Rule-Qut Criteria)

» Yas< 50,

n  Saturasyon = 95% (oda havasinda),
»  Nabiz <100 /dakika,

n  DVT /PE dykiisi yok,

» <4 hafta gecinlmis ameliyat & travma
» Hemoptizi yok,

s Ostrojen kullanimi yok,

n Tek tarafli bacak sishidi yok

PE dislanmasinda PERC
Hicbiri olmayacak ve
disuk GESTALT olacak

Duyarhiligi: %97
Ozgulligi :% 23



e Hemogram ve biyokimya: Lokositoz, sedim
vuksekligi, LDH ve AST yuksekligi saptanabilir.

e Arteriel kan gazi: Hipoksemi, alveolo-arteriel
oksijen gradientinde artis, respiratuar alkaloz
ve hipokapni sik gorilen bozukluklardir.

* Akciger filmi normal olan ve aciklanamayan
hipoksemisi olan hastalarda APE stphesi
aklimizda olusmali ve ileri inceleme
vapilmalidir.
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D Dimer: Akut tromboz durumlarinda es
zamanl sekilde koagulasyon ve fibrinolizin
olusmasina bagli olarak plazmada seviyesi
artan bir fibrin yikim ariniddr.

* Negatif tahmini degeri cok yliksektir ve
normal D Dimer seviyesi APE ve derin ven
trombozunu dislamada kullanilabilir.




* Son yillarda ise 50 yas ustu hastalarda yasa
duyarli D Dimer seviyesinin kullaniimasi
dnerilmektedir.

* Yas x 10 degerinin ust sinir olarak kullanildigi
hastalarda (6rnek 70 yas icin Ust sinir 700 ng/mL)
spesifitesi %34-46 araliginda sensitivitesi ise %97
dir.

* APE icinileriinceleme yapmak icin mutlaka D
Dimer degeri ile klinik emboli skorlarini birlikte
degerlendirilerek karar verilmelidir.



* Yanls pozitif D Dimer
— Malignite,
— Hastanede yatan hastalar,
— Yakin zamanda (son 10 glin) gecirilmis travma- cerrahi,
— Gebelik,
— Bobrek fonksiyon bozuklugu (GFR<60),
— Orak htcreli anemi,
— Kollajen doku hastaliklari,
— Akut myokard infarktlsui-stroke,
— Akut enfeksiyonlar ve hemoraji



En sik tasikardi ve non
spesifik ST segment- T
dalgasi degisiklikleri
gozlenir.

APE de gunluk pratikte
sik olarak duydugumuz
S1Q3T3 paterni veya
veni gelisen inkomplete
sag dal blogu %10 dan
daha az hastada
goruldiigu
unutulmamalidir.

-4
s

| = » Dot
'

IeRs aswed

J111
111

R




APE hastalarinin %12-22’sinde akciger filmi normaldir.

Cizgisel atelektaziler



Westermark bulgusu

En ylksek PPV sahip direk

graﬁ bul gusu Anant Subramanian Krishnan, M.D., and Tristan Barrett, M.D. N Engl J Med 2012; 366:e16



Fleischner bulgusu: Genislemis inen pulmoner arter






APE tanisinda kullanilan en yaygin yontem multidedektor BT
anjiografidir. Yeterli taniya ulasmak icin BT cihazinin 216 dedektorli
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* Dusuk ve orta klinik riski olan ve BT anjiografisi
negatif olan hastalarda APE olma olasiligi
%2’nin altinda iken,

* Yuksek klinik risk ve negatif BT anjiografiye
sahip hastalarda bu oran %5’in altindadir.



P/V SINTIGRAFISI

Perfiize olmayan segmentin ventile

olmasi PE yi dusundirr. \‘ ‘/
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.
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Ozellikle GFR diistikligl veya baska bir

nedenle BT anjiografi cekilemeyen veya

tanisi netlestirilemeyen hastalarda

kullanilr. a

Sintigrafiden once akciger grafisi
cekilmelidir. Ozellikle akciger grafisi
normal hastalarda daha duyarli iken
akciger grafisinde anormallik olan
hastalarda yanlis pozitifliklere neden b
olabilmektedir.




* Dusuk klinik riski olan hastalarda normal veya
diistk V/P sintigrafisi var ise APE olma ihtimali
%4’Un altinda iken

* Yine ayni hastalarda orta ve yiksek V/P
sintigrafisi varsa APE olma ihtimali sirasiyla
%16 ve %15dir.



* Yiiksek klinik riski olan hastalarda yiiksek V/P
sintigrafisi var ise APE olma ihtimali %96 iken,

ayni hastalarda normal V/P sintigrafisi var ise
APE olma ihtimali %0’dur.

* Yine yuksek klinik riski olan hastalarda disuk
ve orta olasilikli V/P sintigrafisi sonucu var ise
APE olma ihtimali sirasiyla %40 ve %66’dIr.



Renkli Doppler USG

*PTE de

sadece %30 DVT
Gosterilebilir,
GOosterilemeyen
Olgularda batin
Yada pelvik bolgede
buyuk olasilikla DVT
vardir



http://www.emedicine.com/cgi-bin/foxweb.exe/makezoom@/em/makezoom?picture=/websites/emedicine/med/images/Large/2334Dvt3.jpg&template=izoom2

Tani algoritmasi

Suspected PE with shock or hypotension

CT angiography immediately available

No® Yes
| |
Echocardiography
RV overload®
'l' l ¥
CT angiography
No Yes —> ava;l:;;le Rl
patient stabilized
v l !
No other test available® positive negative

or patient unstable

|
|
|
i
v |
|
|
|
|

Search for other causes PE-specific treatment: Search for other causes
of haemodynamic instability | "~ """ 7- = \ primary reperfusion® of haemodynamic instability

\/



Suspected PE without shock or hypotension

v

Assess clinical probability of PE

Clinical judgment or prediction rule*

¥ ¥
Low/intermediate clinical probability High clinical probability
or PE unlikely or PE likely
|
v
D-=-dimer
i !
negative positive
¥
CT angiography CT angiography
! l ! l }
no PE PE confirmed® no PE PE confirmed®
' | ! | |

No treatment®

b
or investigate further? L=

No treatment® Treatment®

CT = computed tomographic; PE = pulmonary embolism.

“Two alternative classification schemes may be used for clinical probability assessment, i.e. a three-level scheme (clinical probability defined as low, intermediate, or high) or a
two-level scheme (PE unlikely or PE likely).VWhen using a moderately sensitive assay, D-dimer measurement should be restricted to patients with low clinical probability or a
PE-unlikely classification, while highly sensitive assays may also be used in patients with intermediate clinical prebability of PE.Note that plasma D-dimer measurement is of limited
use in suspected PE occurring in hospitalized patients.

*Treatment refers to anticoagulation treatment for PE.

*CT angiogram is considered to be diagnostic of PE if it shows PE at the segmental or more proximal level.

“In case of a negative CT angiogram in patients with high clinical probability, further investigation may be considered before withholding PE-specific treatment.




* ATS 1999, ESC 2000, BTS 2003, ACEP 2003,
ACCP 2004, ACCP 2008

1- MASIF (Kardiak arrest, sok, hipotansiyon)
2- SUB-MASIF (normotansif PE + sag kalp
hastaligi)

3-NON-MASIF (normotansif PE - sag kalp
hastaligi YOK)



]Table 9 Classification of patients with acute PE based on early mortality risk

Intermediate

Intermediate-high

Shock or
hypotension

Risk parameters and scores

PESI class lII-Y
or sPESI >[2

Signs of RV
dysfunction on an
imaging test”

Both posicve

Cardiac laboratory
biomarkerst

Intermediate=low

Either one (or none) positive*

Assessment optional; if assessed,

both negative’

ESC 2014, European Heart

Journal



Prognostic Model for Pulmonary
Embolism: PESI Score

Class 1 Very low risk <65
Class 2 Low risk 66-85
Class 3 Intermediate risk 86-105
Class 4 High risk 106-125
Class 5 Very high risk > 125
Predictor Points Predictor Points
Age Age inyrs  Clinical findings:
Male +10 Pulse 2 110/min +20
Comorbid conditions: SBP < 100 mm Hg +30
Cancer +30 Respiratory rate = 30/min +20
Heart failure +10 Temperature < 36°C +20
Chronic lung disease +10 Altered mental status +60
O, saturation < 90% +20

« Theramhacie ) ) U o
@ ‘ Aujesky D, et al. Am J Respir Crit Care Med. 2005;172:1041-1046, @t"? MLL'!!M‘}[)(



1780 ds ustu PESI Class Ill to V indicates moderate to

4- 90 shturasyon Hery high 30-day mortality risk; sPESI
. . 21 point(s) indicate high 30-day
- 100 sistolik kanhasimg! i

* 5- Kronik kardiyopulmoner hastalik

* 6- Malignite

» HERBIRI 1 PUAN, HERHANGI BIRININ OLMAS]
YETERLI

Jimenez D, et al. Arch Intern Med
2010:170:1383-9.



Table 3.|Thirty-|]ay Mortality Within Risk Strata Derived From the Original and the Simplified PESI
in the Derivation and Validation Cohorts

Original PESI Derivation Cohort, %

Simplified PESI Derivation

(95% Cl) Study Cohort, % (95% Cl)
PESI Risk | Patients Deaths® | Patients Deaths |
Categories (n=10354) (n=953) (n=995) (n=T78)
Original
| 19.4 (18.7-20.2) 14.3(12.1-16.4) 2.1(0.2-4.5)
| 21.5(20.7-22.3) 22.0(19.4-24.6) 2.7(0.6-4.9)
| 21.7(20.9-22.5) 27.7 (25.0-30.5)" 5.4(2.8-8.1)
|1 16.4 (15.7-17.1) 215 (18.9-24.1)0 10. 3 (6.2-14.3)
V 21.0 (20.3-21.8) 145 (12.3-16.7) 22 2 (15.4-29.0)
Low? 40 9 (40.0-41.8) 36.3 (33.3-39.3)° 2.9(0.9-4.1)
High? 9.1 (58.1-60.0) 63.7 (60.7-66.7) 10. 9 (8.5-13.3)
simplified
Low 30.7 (27.8-33.5) 0.0-2.1)
High 69.3 (66.5-72.2) 8.9-13.2)




e Sag ventrikll disfonksiyonu icin EKO da RV dilatasyonu
ve /veya diastol sonu RV/LV oraninin 0.9 veya 1.0 In
ustinde olmasi; RV serbest duvar hipokinezisi; veya BT
de diastol sonu RV/LV oraninin 0.9 veya 1.0 in Ustiinde
olmasi olarak tanimlanir.

 Myokard hasariicin troponin | veya T nin artisi veya sag
kalp yetmezligi sonucu olarak natriliretik peptid
konsantrasyonunun artmasi olarak tanimlanir

* Hipotansiyon veya sok varsa ne PESI ne de laboratuar
testlerine bakmak gerekli degildir.



e Hipotansiyon aciklama:

* Sistolik kan basincinin 90 mmHg nin altinda
olmasi veya hipovolemi-sepsis-yeni baslayan
aritmi olmadan 15 dk dan fazla stire 40 mmHg
den daha fazla dlsis yasamasi




VTE: Hastaligin Fazlari ve
Konvansiyonel Antikoagulasyon
resavirazian - J@davisi Stratejileri

>

Uzatilmis kullanim

Konvansiyonel antikoagulan tedavisinin ¢esitleri ve yogunlugu

UFH, DMAH,
fondaparinuks

Baslangicta, parenteral
terapotik doz

En az 5 glin
VKA INR 2,0-3,0

En az 3 ay

*Periyodik araliklarla bireysel yarar-risk degerlendirmeleri yapilarak

VKA INR 2,0-3,0 veya 1,5-1,9

Uzun donem idame antikoagiilasyon/
sekonder 6nleme tedauvisi

>3 ay/ yil/ suiresiz*



Clinical suspicion of PE

Shock / hypotension?

i Yes MNo

Diagnostic algorithm Diagnostic algorithm
as in Figure 3 as in Figure 4

PE confirmed l
Assess clinical risk
(PESI or sPESI)

l PESI class =Y PESI class =l

or sPESI =1 or sPESI =0

PE confirmed

Intermediate risk

Consider further l
risk stratification

RV function (echo or CT)*
Laboratory testing®

or both negative

Intermediate—-high risk Intermediate—low risk

AJIC; monitoring; AJC; consider early

Both pﬂ-siti\rel l One positive

Primary reperfusion consider rescue AJIC; hospitalization® discharge and home
reperfusion treatment, if feasible'




* Yuksek risk APE hastalarinda olumun temel
nedeni dusuk sistemik outputa neden olan akut
sag kalp yetmeazligidir. Bu nedenle destekleyici
tedavi bu hastalarda cok onemlidir.

* Agresif volum yuklemesinin RV fonksiyonunu
bozarak faydadan cok zarar verebileceginden
ithmli sivi replasmani (500 mL) 6nerilmektedir.

* Diger tedaviler ile beraber gerektiginde
vazopressorler (norepinefrin gibi) kullaniimasi
onerilir.



Intrinsic Pathway Extrinsic Pathway

Xl| = Xlla

X| = Xla

Apixaban
Edoxaban

Rivaroxaban

Warfarin Factor Vi
Deficiency

Enoxaparin

Heparin

Dabigatran

Fibrinogen == Fibrin
14— Xllla e=— Xl

Fibrin Clot

Common
Pathway




* Hem mortalite hem de nliksiin 6nlenmesi icin gerekir.

e Standart antikoagulasyon tedavi en az 3 ay olmalidir.
Bu surede tedavi unfraksiyone heparin (UFH), distk
molekul agrilik heparin (DMAH) veya fondaparinux ile
baslamali (5-10 glin) ve warfarin veya yeni oral
antikoagilanlar (YOAK) ile devam edilmedir.

 Eger YOAK’lardan rivaroksaban veya apixaban
verilecek ise bu ilaclara direk olarak veya 1-2 gtin UFH,
DMAH veya fondaparinux aldiktan sonra baslanabilir.



* Parenteral antikoagulasyon: Klinik olasiligi yuksek ve
orta olan hastalarda tahlil-gortntileme sonuclarini
beklerken parenteral antikoagtlan baslanmalidir.
Subkitan DMAH, subkitan fondaparinux veya UFH
olarak tedaviye baslanabilir.

* DMAH ve fondaparinux daha az major kanama ve
heparin iliskili trombositopeni riski tasidigi icin UFH’e
tercih edilmelidir.

* Ancak trombolitik tedavi planlaniyorsa, kreatinin

klirensi 30 ml/dk nin altinda ise ve asiri obezite var ise
ilk tercih UFH olmalidir.



* UFH baslangicta yliikleme dozu olarak 80 IU/kg
iv bolus ardindan 18 IU/kg/saat hizda %5’lik
dekstroz solusyonu icine siklikla 24 saatlik
dozlar halinde verilir.

e (ornek: 60 kg lik bir hasta icin 60x80=4800 |U
iv bolus, ardindan 60x18x24(saat)=25920
IU/giin).



Doz Aralik
Enoxiparin 1.0 mgr/kg 12 saatte bir

1.5 mgr/kg Gtinde bir
Tinzaparin 175 U/kg Gtinde bir
Dalteparin 100 IU/kg 12 saatte bir

200 IU/kg Gtinde bir
Nadroparin 86 IU/kg 12 saatte bir

171 TU/kg Gtinde bir
Fondaparinux 5 mer (<50 kg) Gtinde bir

7.5 mgr (50-100 kg)

10 mgr (>100 kg)
Bemiparin 115 1U/kg Gunde bir

50 kg < 5000 IU
50-70 kg = 7500 IU

70 kg > 10000 IU




e Vitamin K antagonistleri (Varfarin): UFH, DMAH
veya fondaparinux ile tedaviye baslandiktan sonra

24 saat icinc
iki glin INR ©

e varfarin tedaviye eklenir ve ardisik
egeri 2.0-3.0 araliginda saptanir ise

diger ilaclar
edilir.

mgr baslana
hastalarda il

kesilerek varfarin ile tedaviye devam

Varfarin 60 yasinin altindaki hastalarda ilk gtin 10

nilir veya ayaktan takip edilen- yasli
< 5 mgr olarak baslanabilir.

Sonrasinda da 5 mgr/gin verilerek INR degerine
gore dozu ayarlanir.



Ideal antikoagilan nasil olmali?

Oral alinmali

Etkisi hizli baslamali ve hizli sonlanmali
Ongorulen terapotik etkisi sabit olmall
llac veya yiyeceklerle etkilesmemeli

Monitorizasyon gerekmemeli (Fakat gerektiginde
moniterize edilebilmeli)

Antidotu olmali

Renal ve hepatik hastaliklarda iyi tanimlanmis
farmakokinetige sahip olmali

Maliyet-fayda etkinligi iyi olmali

Phillips KW, et al. Thromb Haemost 2010



Hedef

Yarilanma
omri (saat)

Monitdrizasy
on

Kullanimi

Tahlil

ilag
etkilesimleri

Vitamin K

epoxid rediiktaz

40

INR

Glinde tek

PT/INR

CYP 2C9, 1A2,
3A4

Rivaroksaban

Faktor Xa

3-9

Gunde tek

Antifaktor Xa

CYP 3A4
Inhibitor

Apixaban

Faktor Xa

8-15

Ginde iki

Antifaktor Xa

CYP 3A4
Inhibitor

Oral antikogulanlar

Dabigatran

Trombin

7-17

Glnde iki

Ecarin
clotting time

P-gp

Edoxaban

Faktor Xa

8-11

Glnde tek

Antifaktor Xa

Betrixaban
(profilaxi)

Faktor Xa

19-27

Gunde tek

Antifaktor Xa



Trial Dabigatran Rivaroxaban Apixaban Edoxaban

RE-COVER  RE-COVERIT EINSTEIN-DVI[40]  EINSTEIN-PE [4] AMPLIFY [45] Hokusai-VTE [2]

i [43]
Year 2009 2014 2010 2012 013 013
Design Double-iind ~ Double-blind  Open-label Open-label Double-blind Double-blind
= of patients 1539 2580 3449 483 5395 §20
LMHW heparin bridge Yes Yes No No No Yes
Treatment protacol Dabigatran ~ Dabigatran ~ Rivaroxaban 15 mg BID for  Rivaroxaban 15 mg BID for  Apicaban 10 mg BID for  Edoxaban 60 mg datly; or 30 mg daily for patients w/CrCl 30-

150 mg BID dave ther $ mo BID

30 ml/min, weight < 60 kg, or receiving P-glycoprotein infubitors

ugztion of therapy (months)

Primary efficacy outcome ~~ Recurent VIE  Recurrent VIE  Recurrent VIE Recurrent VIE Recurent VIEand  Recurrent VTE and related death
andrelated  and related related death
death death

Event rate of primary Hhwllh 23%w2l  21%w.30% 21%s 18% 13%w.2T% 3% 3.5%

efficacy outcome: NOAC vs,

VEA

(HR),9%  110(065-184) LOR(0GL] 20 (ALl 1 (0751 &8 0 84(060-118 0.89(070-1.13)

Harard ratio

Raience mterv:

Primary safety outcome Majorbleed ~ Majorbleed  Major or CRNM bleed Major or CRINM bleed Major bleed Major or CRNM bleed
Event rafe of primary safety  16%vs. 1% 12%w 1% 81%ws.81% 103%s. 114% 0.6% . 1.8% §.5%w 103%
outcome: NOAC vs. VEA

HR 95% (I 0.82(045-148) 069(036-1.32) 097(0.76-1.22)P=077 090(0.76-107P=023  031(0.17-03)) 0.81(0.71-0.94) P=0.004



APIXABAN DABIGATRAN EDOXABAN RiIVAROKSABAN
(ELIQUIS) (PRADAXA) (LY (XARELTO)

DVT-PE Tedavisi 2X10 mgr (7

gin)

Sonrasinda 2X5

mgr

NUkst onlemek 2x2.5

icin uzatilmis

dusuk doz

tedavi

Renal doz

Kc yetmezligi Child-Pugh B:
Dikkatli kullan
Child-Pugh C:

Kullanma

Parentereal

Parentereal

tedaviden 5-10

gun sonra
2x150 mgr

2x150

Kr. Kle. <30

Child-Pugh C:

Bilgi yok

tedaviden 5-10

2x15 (21 gun)
Sonrasinda

gun sonra 1x60 1x20 mgr

mgr
Kreat kl:35-50
veya 60 kg den
zayIf ise 1x30
mgr

Kreat kI>95 ise

kullanilmamali

Kr. Kle. <30

Child-Pugh B-C:

Kullanma

1x10

Kr. Kle. <30

Child-Pugh B-C:
Kullanma



llaclar arasi gecisi nasil yapalim?

e VKA'lardan RIVAROKSABANa gecis

— INR <£3 oldugunda VKA tedavisi kesilmeli ve rivaroksaban
baslanmalidir

— INR 6lcimu rivaroksaban dlcimu icin uygun degildir ve
kullanilmamalidir; yalnizca rivaroksaban ile tedavi rutin
koagtlasyon takibi gerektirmez

* Parenteral bir antikoagiilandan rivaroksabana gecis

— Rivaroksaban bir sonraki planlanmis parenteral tibbi trun
(DMAH gibi) uygulamasindan 0-2 saat 6nce veya surekli olarak
uygulanan bir parenteral tibbi Griintin (i.v. UFH gibi) kesilmesiyle
birlikte baslanmalidir

* Rivaroksabandan parenteral antikoagulanlara gecis

— Bir sonraki rivaroksaban dozunun verilecegi zamanda ilk
parenteral antikoagilan dozu verilmelidir



Low Bleeding Risk Procedure
(2 day risk of major bleed <2%)

Minor dental procedures (simple dental extractions, endodontics,
prosthetics)

Gl procedure (colonoscopy or endoscopy)
Orthopedic arthroscopy or shoulder/foot/hand surgery
Cutaneous/lymph node biopsy

Abdominal hysterectomy or abdominal hernia repair
Coronary angiography

Laparoscopic cholecystectomy

Bronchoscopy +/- biopsy




High Bleeding Risk Procedures
(2 day major bleeding risk > 2 %)

Multiple tooth extractions
Cardiac procedure: heart valve replacement, CABG, AAA repair

Neurosurgical/urologic/head and neck/abdominal/breast cancer
surgery

Major orthopedic surgery

Transurethral resection of the prostate (TURP)

Kidney or liver biopsy

Percutaneous endoscopic gastrostomy (PEG) placement

Any major operation with procedure duration >45 minutes




Hedef Vitamin K Faktor Xa Faktor Xa Trombin Faktor Xa
epoxid reduktaz

Yarilanma 40 3-9 8-15 7-17 8-11
omri (saat)

Y iiEat MINOR CERRAHIDEN 24
1. Forlow risk & SAAT,
SBRRBEY 1A JOR CERRAHIDEN 48

T sAAT ONCE KESILMELI

» Based on clinical risk for hemorrhage

+ Al DOACs have quick onset of action T B T (TR
J of Thrombosis and Haemostasss, m press




Minor bleeding risk

Low bleeding risk
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Dabigatran Apixaban - Edoxaban - Rivaroxaban

No important bleeding risk and/or adequate local haemostasis possible: perform at trough leve
(ie.12hor 24 h after last intake)

Low risk High risk Low risk High risk

CrCl>80 mUmin

>24h >24h

CrCl150-79 mUmin

>24h

CrCl 30-49 mUmin

>24h

CrC115-29 mUmin

Not indicated Not indicated

CrCl<15mL/min

No official indication for use

No bridging with LMWH/UFH



Trombolitik Tedavi: Plazminojenin plazmine
donlsimuinu saglayarak trombus erimesinin
saglanmasi

Blood vessel endothelium

n Inhibition




P T. 2016 Dec; 41(12):

Streptokinase | Urokinase | Alteplase | Reteplase | Tenecteplase
Generation First First | Second | Thirg Thirg
Clot-specific? No No Yes Yes Yes
Half{fe (minutes) 12 -0 | 40 | 19 | 152
FDA-approved forPE? | Yes Yes es No No
PE = pulmonary embolism; FDA =Food and Drug Administration.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5132419/

PULMONER TROMBOEMBOLIZM TANI VE TEDAVI UZLASI RAPORU - 2015

Tablo 1. Masif PTE de trombolitik tedave

Plazma yarlanma ~ Yilkleme
lac  Elde edilme sekii siresi (dk) dozu Infiizyon dozu ~ Onerilen tedavi siiresi
K Corubup hemolitk streptokok 1825 2500001U,30ck 100000 IU/saat 24 saat
UK Insan idrar, insan embriyonu, 1320 40010, 10ck 4400 lUfkg/saat 12 saat
bobrek hijcre kit
tPA Rexombinan DNA teknolojsi 26 Gerekmiyor® 50 mg/saatt 2 saat

® Ttm flacar perfferk damardan intravendiz yolla veriier. SK: Streptokinaz; UK: Urokinaz; t-TPA: Rekombinan doku plazminojen aktivatri
" (P baz qruplar tarafindan altemati olerek 1-2 dekikada 10 mg yikleme dozu ve takiben 90 mayfk saatk infizyon olerak wygulanmaktadr.
“ 65 logramin aftindaki hastalarda iki saatlk toplam doz: 1,5 mg/kg olarak hesaplan.



Thrombosis Research 133 (2014) 357-363

Contents lists available at ScienceDirect

Thrombosis Research

journal hemepage: www.elsevier.com/loecate/thromres

Regular Article

Lower dosage of recombinant tissue-type plasminogen activator (rt-PA)
in the treatment of acute pulmonary embolism: A systematic review
and meta-analysis

@ Crosshdark

Zhu Zhang ?, Zhen-guo Zhai **, Li-rong Liang *, Fang-fang Liu ?, Yuan-hua Yang , Chen Wang *"



[able 1
“haracteristics of the included of randomized controlled trials comparing different dosages and regimens of rt-PA or heparin in the treatment of acute PE.

Patients No.  Inclusion criteria [ntervention Length of follow-up

low dose rt-PA vs. heparin

Levine et al,, 1990 58 affirmed by imaging tests, symptoms or signs of PE rt-PA: 0.6 mg/kg bolus 2 min 7d
within 14d, hemodynamically stable, without placebo: NS 0.6 mg/kg bolus 2 min
contraindication of anticoagulation.

Sharifi et al,, 2013 121 affirmed by imaging tests, symptoms or signs of PE rt-PA: 10 mg bolus,<40 mg/2 h 28d
within 10d, Moderate* PE without contraindication Heparin: 80U/kgbolus + 80U/kg/h
of anticoagulation or enoxaparin: 1 mg/kg ih bid

low dose rt-PA vs. standard dose nt—PAI

Goldhaberetal, 1994 90 >18 years, affirmed by imaging tests, symptoms of PE low dose:0.6 mg/kgbolus 15 minmax50 mg  20to28 h
within 14d, without contraindication of anticoagulation standard dose: 100 mg infusion 2 h

Sors et al, 1994 53 =18y, affirmed by imaging tests, symptoms or signs of PE low dose:0.6 mg/kg.bolus15min max 50 mg 20to28 h
within 14 days mPAP > 20 mmHg and Miller score = 17/34  standard dose: 100 mg infusion 2 h

Wang et al, 2010 118 18 to75y, affirmed by imaging tests, symptoms or signsof PE  low dose: 50 mg infusion 2 h 14d
within 15 days, hemodynamically massive PE%or anatomically  standard dose:100 mg infusion 2 h
massive PE

4k
ar

E: pulmonary embolism; PA: pulmonary angiography;rt-PA: recombinant tissue plasminogen activator; [h = subcutaneously; mPAP = mean pulmonary arterial pressure.
* Moderate PE was defined as the presence of signs and symptoms of PE plus computed tomographic pulmonary angiographic involvement of > 70% involvement of thrombus in >2 lobar or left
r right main pulmonary arteries or by a high probability ventilation/perfusion scan showing ventilation/perfusion mismatch in > 2 lobes. +



5 calisma, 440 hasta,

Standart doz ile dustik dozu karsilastiran 3 calisma,
Hasta sayisi 261.

3 tanesi duslk doz rt-PA (0.6 mg/kg, maximum 50 mg
veya 50 mg inflizyon 2 h) ile standart dozu (100 mgr, 2
saatte) karsilastiriyor.

DusuUk doz tedavi alan 162 hastadan 7 tanesinde major
kanama olurken, tam doz tedavi alan 99 hastanin 11
inde major kanama gelisiyor (p=0.03).

PE nuksu acisindan iki grup arasinda farkhlik yok (takip
suresi en uzun 14 gin).



Conclusion

This meta-analysis showed that low dose rt-PA was superior to
standard dose rt-PA in preventing major bleeding events and remained
similar efficacy. In addition, compared with heparin, low dose rt-PA
didn’t increase the risk of bleeding for eligible PE patients. The results
of this meta-analysis were hypothesis-generating. It should be pointed

out that larger well-designed multicenter RCTs are needed to confirm
the efficacy and safety of low-dose rt-PA regimen in eligible patients
with acute PE. Physicians should be cautious in their clinical practice
when considering low dose rt-PA therapy to be extended to even
broader spectrum of acute PE.




Relation of Duration of Symptoms With
Response to Thrombolytic Therapy in
P"Imonury Emborism (Am J Cardiol 1997;80:184-188)

5 calismadan toplam 308 hasta

Semptomlar baslamasindan itibaren ortalama gecen
sure 3.7 £ 0.2 gun

Tedavi tPA veya urokinaz ile



chi-square p=0.02 |

n=55 n=39 70% B 69%
I'l=4? |"‘|=52

40%

N
=
X

Percent of Patients Showing
Improvement on Lung Scan

o | \
0% <1 2 3 4-5 >6

Duration of Symptoms (Days)

FIGURE 1. Percent of patients showing lung scan improvement, grouped by duration of symptoms.

NE KADAR ERKEN TEDAVIYE BASLARSAK, O KADAR ETKiLi
FAKAT SEMPTOMLARIN BASLAMASINDAN 6-14 GUN GECMIS
OLSA DA TROMBOLITIK TEDAVI VERILEBILIR.



* Streptokinaz ve urokinaz verilirken heparin
inflizyonunun durdurulmasi gerekmektedir.

* Rt-PA verirken heparini durdurmamiza gerek yok.

* Trombolitik tedavi baslanacagi zaman DMAH alan
hastalar bir sonraki dozunu 12 veya 24 saat sonra
almalidir (ilacin glinde 1 veya 2 kere kullanimina
gore).

* Heparinin hizli geri donduirulebilen etkisinden
dolayi trombolitik sonrasi ilk basta DMAH yerine
heparin verilmesi onerilmektedir.

ESC 2014, European Heart
Journal



* Eger trombolitik tedavi esnasinda heparin kesilmis
ise, bolus doz kullanmadan heparine tekrar baslayin
ve APTT kontroll yaparak heparin inflzyonunu en az
4 saat surdirmek oneriliyor.

* Bircok yazar kliniklerinde heparin inflizyonuna 1 giin
daha devam ettikten sonra DMAH a gectigini
belirtiyor (aPTT<140 ise direk DMAH baslanabiliyor,
aPTT>140 ise 2 saat sonra baslanmasi oneriliyor).

Shahidul islam, 2016, advances in
Internal Medicine



 Trombolitik tedavi alan hastalarin %9.9’unda
major kanama, %1.7’sinde 6lumcdil veya
intrakranial kanama gelismektedir.



Kesin kontrendikasyonlar™

* Herhangi bir zamanda hemorajik inme veya nedeni bilimmeyen kékenli inme
* Son 6 aydaki iskemik inme

* Merkezi sinir sistemi hasar1 veya neoplazmalari

* Son 3 haftada yeni travima / cerrahi / kafa travmasi

* Son 1 ay i¢indeki gastrointestinal kanama

* Bilinen kanama riski

Relatif kontrendikasyonlar

* Son 6 ay icerisinde gecici iskemik atak

» Oral antikoagiilan tedavi

* Gebelik veya dogum sonrasi bir hafta icinde

* Dekompresyon yapilamayacak girisim alani olmasi

* Travmatik resusitasyon yasamis olmasi

* Refrakter hipertansiyon (sistolik kan basmcr> 180 mm Hg)
* Ileri karaciger hastalig1

* Enfektif endokardit

* Aktif peptik iilser

*Hayat1 tehdit eden yiiksek riskli akut pulmoner emboli varliginda kesin kontrendikasyonlar
relatif hale gelebilir.




* Sistemik trombolitik tedavideki major problem
KANAMA

o Ozellikle de intrakranial kanama

» Kateter ile verilen trombolitik tedavinin yuksek
okal konsantrasyona ulasmasi ve intrakranial
kanamanin ¢cok nadir gorulmesi 2 6nemli
avantaj olusturmaktadir.




Evidence-Based Medicine :j CH EST

Antithrombotic Therapy for VTE Disease () cosas
CHEST Guideline and Expert Panel Report CHEST 2016; ]49(2)315352
* Akut embolisi olup trombolitik tedavi gerektiren
hastalarda kateter aracili trombolitik yerine

sistemik trombolitik tedavi onerilmektedir (2C).

* Ama hipotansiyonu olup yuksek kanama riski
olan, sistemik tromboliik tedavinin basarisiz
oldugu veya saatler icinde exitus olacagini
dustndigumuz hastalarada eger imkanlar hazir
ise kateter ile trombolitik tedavi verilebilir (2C).



BTS guideline

British Thoracic Society Guideline for the initial
outpatient management of pulmonary embolism (PE)

Luke S G E Howard,' Steven Barden,? Robin Condliffe * Vincent Connolly,d
Christopher W H Davies,” James Donaldson,® Bernard Everett ” Catherine Free,®
Daniel Horner,”'"” Laura Hunter,'" Jasvinder Kaler,'? Catherine Nelson-Piercy,
Emma O'Dowd. ' Raj Patel Wendy Preston, '® Karen Sheares, '’ Campbell Tait'®

Howard LSGE, et al. Thorax 2018;73:11-1129. doi:10.1136/thoraxnl-2018-211539

PULMONER EMBOLI HASTALARININ %37-44 U AYAKTAN
TEDAVI iCIN UYGUN OLDUGU SAPTANMIS.



Pulmonary Embolism Severity Index (PESI)
class I/Il,

SPESI O veya

Hestia O kriterlerini tasiyorsa ayaktan
tedavi acisindan hasta degerlendirilmelidir.
(Grade B)

PESI veya sPESI dustk riskli ise, hastanin evde
tedavisi icin dislama kriterleri kullaniimalidir
(Grade B).




 Nb>110, sistolik KB<100 mmHg, inotrop
gerekiyorsa, trombolitik veya embolektomi
gerekiyor ise

* Oda havasinda sp02<90

* Aktif kanama veya major kanama riski

 Tam doz antikoagulan aliyorken emboli olusmasi

* Opioid gerektiren ciddi agri

* Hastane yatisi gerektiren diger komorbiditeler



* KBY (GFR<30)
* Son 1vyilicinde HIT gelismis ise

e Evde bakimi sosyal nedenlerle uygun degil ise

R

EVDE TEDAVi PLANLANABILIR (PESI ve
Spesi dislk risk olmali) (Grade B)




 KANSER hastalarinda ayaktan tedavinin

planlanmasi icin HESTIA kriterleri
kullanilmalidir (Grade D)



—

Hestia Kriterleri
Hasta hemodinamik olarak unstabil® mi? Evet/Hayir
Tromboliz veya embolektomi gerekli mi? Evet/Hayir
Aktif kanama veya kanama igin yiksek risk**? Evet/Hayir
Oksijen satrasyonunu >%90 olabilmesi igin 24 saatten fazla oksijen destegi? Evet/Hayir
Pulmoner emboli antikoagilan tedavi sirasinda mi tani aldi ? Evet/Hayir
24 saat intravendz agn kesici gerektiren siddetli agn? Evet/Hayir
=24 saat hastanede tedavi igin medikal veya sosyal neden ? Evet/Hayir
Hasta <30mL/dakika kreatinin klirensine mi sahip? Evet/Hayir
Hasta adir karaciger yetmezligine mi sahip? Evet/Hayir
Hasta gebe mi? Evet/Hayir
Hastanin dokimente edilmig heparinin tetikledigi trombositopeni hikayesivarmi? | Evet/Hayr |




Clinical Suspicion of PE

Shock / hypotension?

MO

MICE Guidance CG144 for
diagnosis of PE*

YES

Mot suitable for
Dutpatient Management

PE Confirmed

Access Hestia Criteria



Hestia negative Hestia positive

If RV dilation has been
reported on CT or
echocardiography, consider | Blemarkers Not suitable for
measuring (NT-pro)BNFP or Fue Outpatient Management
hsTroponin

EBiomarkaers | -wve

Senior Clinical Reviewt

Suitable for Outpatient

Management




Clinical Suspicion of
FE

Shock / hwpotension?

YES MO

MNot suitable for NICE Guidance CG1443
Cutpatient for diagnosis of PE®

Management |

FPE Confirmed

Assess PESI or sPESI




PESI 1/
sPESI O

If RYW dilation has been
reported on CT or
echocardiographvwy,

consider measuring (MNT-
pro)lBMP or hsTropomnin

FESI I11-YW
sPESI = 0O

Eilomarkers

Eiomarkers| -we

Climical & Social

2

Not suitable for

Exclusion Criteria

Senior Clinical

COutpatient
MNManagermeant

RewviewT

Suitable for

Outpatient
Management




e P Evde tedavi planlanan kisiler kanama-ntiks
konusunda sozll ve yazili olarak
bilgilendirilmelidir.

P Hastalar 1 hafta sonra tedavi durumu ve

komplikasyonlarin degerlendirilmesi acisindan
telefon veya yiz yuze gorustlmelidir (Grade B)



An Update on the “Novel” @
and Direct Oral
Anticoagulants, and Long-Term
Anticoagulant Therapy

Mia Djulbegovic, MD?, Alfred lan Lee, MD, PAD”*  Clin Chest Med 39 (2018) 583-593.



First VTE event

|

A/Cfor3 mo

TE : Yes 0 _ _
sV pr'ovok?.d by a maajor, 3lA recurrence Consider A/C i the
transient risk factor™? risk at 5y .
future if exposed to
provoking factors
No
Assess for
additional risk
| |S VTE pFO\:)Oked by an Yes factors for 515%
intermediate ocr minor risk b recurrence (age, M recurrence risk ,
factor™? gender, D-Dimer, at5y
comorbidities,
cancer screening)
No

A/C for 3 mo
for most patients

Consider A/Cin
the future if

exposed to
provoking factors




y

A/Cfor26mo
» oraslong as cancer

Yes
s active cancerd present? N\ 20% recurrence
risk at 1y
No
\J
Yes
0
Unprovoked VITE > 3% recurrence
risk at 5y

is active

» A/Cfor23mo




v

Assess VTE recurrence risk

Assess bleeding risk

Discuss patient preferences

(age, gender, D-Dimer, DASH score’, Vienna prediction modelf, HERDOO2 score®, cancer screeningh, severity of initial VTE)

Low VTE recurrence risk
and/or
high bleeding risk

Low to intermediate
VTE recurrence risk

l

Stop A/C

l

Recheck D-Dimer in 1
month & reassess
VTE recurrence risk

Extended'
antithrombotic
therapy
with
low dose ASA

A4

Low to intermediate
VTE recurrence risk

High VTE
recurrence risk

Extended A/C
with
prophylactic dose
DOAC’

Extended A/C
with _
full dose DOAC’




& https://www.mds

Erciyes Universitesi .. |

In a patient with previously diagnosed VTE who has completed a 3-6 month course of

anticoagulation:
 DASH<I:

B

o Consider discontinuing anticoagulation, as this group has an annual recurrence risk of

3.1%.

 DASH:zZ:

o Consider continuing anticoagulation, as this group has an annual recurrence risk of

9.3%.

INSTRUCTIONS

Do NOT use in patients with active hemorrhage or signs/symptoms of VTE.

When to Use +

D-dimer abnormal
Measured ~1 month after stopping
anticoagulation

Age =50 years

Male patient

Hormone use at YVTE onset (if female)
If male patient, select "No"

Pearls/Pitfalls v

Why Use v

Yes +2

Yes +1

Yes +1

Yes -2

Evidence and tips on

*J Hepatocellular Carcinoma

APRI: predict risk of cirrhosis

progression in hep C

(¥ PRACTICE PEARLS ()

Also from MDCalc...

Related Calcs

» Padua Prediction Score



Table 2—Clinical Characteristics Composing the
HAS-BLED Bleeding Risk Score

[Letter Clinical Characteristic® Points Awarded

H Hypertension 1
A Abnormal renal and liver function 1or2
(1 point each)
S Stroke 1
B Bleeding 1
L Labile INRs 1
E Elderly 1
D Drugs or alcohol (1 point each) lor2

Notes: A score of 0-2 indicates low risk of bleeding; a score of
=3 indicates high risk of bleedina.lHyper’tension Is defined as a systolic

blood pressure =160 mmHg. 1 point is awarded for each of abnormal
renal or liver function, and drugs or alcohol.
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Comparison of Low-Intensity Warfarin Therapy
with Conventional-Intensity Warfarin Therapy for Long-Term
Prevention of Recurrent Venous Thromboembolism

Clive Kearon, M.B., Ph.D., |effrey S. Ginsberg, M.D., Michael ). Kovacs, M.D., David R. Anderson, M.D.,
Philip Wells, M.D., Jim A. Julian, M.Math., Betsy MacKinnon, M.5c., Jeffrey |. Weitz, M.D., Mark A. Crowther, M.D.,

Sean Dolan, M.D., Alexander G.

Turpie, M.B., William Geerts, M.D., Susan Sclymoss, M.D., Paul van Nguyen, M.D.,

Christine Demers, M.D., Susan R. Kahn, M.D., Jeannine Kassis, M.D., Marc Rodger, M.D., Julie Hambleton, M.D.,
and Michael Gent, D.5c., for the Extended Low-Intensity Anticoagulation for Thrombo-Embolism Investigators®

ABSTRACT

BACKGROUND
Warfarin is very effective in preventing recurrent venous thromboembolism but is also
associated with a substantial risk of bleeding. After three months of conventional war-
farin therapy, a lower dose of anticoagulant medication may result in less bleeding and
still prevent recurrent venous thromboembolism.

METHODS

We conducted a randomized, double-blind study, in which 738 patients who had com-
pleted three or more months of warfarin therapy for unprovoked venous thromboem-
bnhsm were r'.lrlld|::||'.r:|.1].-r asmgned to continue m:f'a.tm rherap].r with a target international

(low intensity). Patients were fb].lmved foran average of 2.4 years.

From McMaster University, Hamilton, Ont.
[CK, )5G, |A), BM., W, MALC,
AGT, MG, the Hendersan Research
Centre, Hamiltan, Ont. (CK_, | .5.G., LA,
B.M_, LW, M.G.); the University of West-
ern Ontario, London (M.).K); Dalhousie
University, Halifax, M_5. [D.RLA); the Uni-
wersity of Ottawa, Ottawa, Ont_ (POA, MR,
the University of New Brunswick, St. John
(5.00); the University of Terento, Toronto
WG], MeGill University, Mentreal (5.5,
S.RLK.); the University of Montreal, Montreal
(P.M., KLY and Laval University, Quebec,
Que. (C.D.) — all in Canada; and the Uni-
wersity of Califarnia, San Francisco (J.H_).



Table 2. Main Outcomes According to Treatment Group.*

Low-Intensity-  Conventional-Intensity- Difference
Therapy Group Therapy Group Hazard Ratio ~ between Rates P
Outcome (N=369) (N=369) (95% Cl) (95% CI) Value

No.of No./100 No.of No./100
Events Person-Yr Events Person-Yr

no./100 person-yr
Major bleeding episode 9 1.1 8 E 12(04t03.0) 0.1(-08tol1) 0.76
Any bleeding episode 39 4.9 31 3.7 13(08t02.1) 12(-08t03.2) 0.26
Recurrent venous 16 19 6 0.7 28(1.1t07.0) 12(0.2t02.7) |0.03

thromboembolism

Death 16 1.9 8 0.9 21(09t048) 10(-02t02.1)  0.09
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Rivaroxaban or Aspirin for Extended
Treatment of Venous Thromboembolism

J.l. Weitz, AW.A. Lensing, M.H. Prins, R. Bauersachs, J. Beyer-Westendorf,

Rivaroxaban 20 mg od |
n=11071

Day 1
Population:

Patients with DVT Rivaroxaban 10 mg od

and/or PE after

6-12 months' n=1127*
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Supplemental Table 52

. Annualized incidence rates of all pre-specified study outcomes.

Outcome

Rivaroxaban 20 mg
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Rivaroxaban 10 mg
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Events (n)

% per person

Events (n) (% per person

Events (n) (% per person

imary efficacy outcome

Other efficacy outcomes

Primary efficacy outcome,
myocardial infarction,
ischemic stroke, or
systemic embolism

19 2.0

18 1.9

56 B.0

All-cause mortality

0.8

Primary efficacy outcome
or all-cause mortality

23 2.4

15 1.6

55 5.8

Primary efficacy outcome
or venous thrombosis in
other locations

20 2.1

16 1.7

57 0.1

Primary efficacy outcome,
myocardial infarction,
ischemic stroke, systemic
embolism or venous
thrombosis in other
locations

22 2.3

21 2.2

63 .7

Principal safety outcome

ajor bleeding (I5TH)




FDA approves low-dose rivaroxaban for long-term
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The long-term management of
recurrent venous thromboembolism
continues to evolve with the FDA's
approval of once-daily low-dose
rivaroxaban, now indicated for
patients with recurrent deep venous
thrombosis or pulmonary embolism
who have completed at least six
months of anticoagulation.

FDA approved low-dose rivaroxaban
based on data from 3,395 patients in
the EINSTEIN-CHOICE study. Both 20 mg and 10 mg daily doses of rivaroxaban appeared
equivalent (and better than aspirin) at reducing the risk of recurrent DVT or PE (66% and
74% relative risk reductions, respectively). There was no excess bleeding risk observed.
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Apixaban for Extended Treatment of Venous
Thromboembolism

Giancarlo Agnelli, M.D., Harry R. Buller, M.D., Ph.D., Alexander Cohen, M.D., Madelyn Curto, D.WV.M.,
Alexander S. Gallus, M.D., Margot Johnson, M.D., Anthony Porcari, Ph.D., Pharm.D., Gary k. Raskob, Ph.D.,
and Jeffrey |. Weitz, M.D., for the AMPLIFY-EXT Investigators™

ELIQUIS® prophylactic dose arm

AMPLIFY-EXT? 2.5mg BD
« Phase Ill, randomised, double-blind trial N=840
« 2,482 patients with DVT or PE who completed
6 to 12 months of anticoadulation therapy ELIQUIS® treatment dose arm
. 5md* BD
« Duration: 12 months —9—
N=813
Placebo arm
N=829

Only ELIQUIS® 2.5mg BD'is licensed
for extended treatment




Table 2. Clinical Outcomes in the Intention-to-Treat Population during the Intended Active Study Period.*

Apixaban,  Apixaban,
2.5 mg 5mg  Placebo
Outcome (N=840)  (N=813) (N=829) Relative Risk (95% CI)

Apixaban, 2.5 mg, Apixaban, 5 mg, Apixaban, 2.5 mg
vs. Placebo vs. Placebo vs. S mg

number

3% (42)

Recurrent VTE or death from any cause 32(3.8) 9 (LL6

— primary emce
Recurrent VTE or VTE-related death 14(L7) 147 7388 0.19(0.11-0.33) 0.20(0.11-0.34)  0.97 (0.46-2.02)

Non-VTE-related cardiovascular death, 4 (0.5) 5(06) 11(13) 0.36 (0.11-1.12) 0.47(0.16-1.33) 0.7 (0.21-2.88)
myocardial infarction, or stroke

Recurrent VTE, VTE-related death, myo- 18 (2.1)  19(23)  83(100)  021(0.13-0.35) 023 (0.14-0.38) 0.92 (0.48-1.74)
cardial infarction, stroke, or cardio-
vascular disease-related death

Qajor bleeding 2(0.2) 1(0.1) 4(0.5 0.49 (0.09-2.64) 0.25(0.03-2.24) 1.93 (0.18-21.25)

Clinically relevant nonmajor bleeding ~ 25(3.0)  34(42)  19(23) 129(0.72-2.33) 182 (1.05-3.18) 0.71 (0.43-1.18)

Major or clinically relevant nonmajor ~ 27(3.2)  35(43) 22(27) 120 (0.69-2.10) 162 (0.96-2.73) 0.74 (0.46-1.22)
bleeding

033 (0.22-048) 036 (0.25-053) NA
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« DMAH
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