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* Akut PTE tedavisinden sonraki strec akut episodun tedavisini
tamamlamak ve uzun donemde VTE rekurrensini onlemektir.

* |lk atak PTE olarak gecirilirse bir sonraki PTE seklinde, DVT olarak
gecirilerse DVT olarak nuks ediyor.



* Oral antikoagulanlar tedavi esnasinda VTE nukstinun énlenmesinde
oldukca etkili ilaclar (%90 dan fazla)

* Fakat tedavi suresi bitip ilaclar kesildikten sonra koruyuculuklari
bitiyor.

* Unprovoke VTE'si olan tim hastalarda birkac yillik antikoagtlasyondan
sonra, antikoagulasyonda kalirken ki kanama riskinin,
antikoagulasyon kesildikten sonra tekrarlayan VTE riskini yakalamasi
ve sonunda asmasi beklenmektedir.

* Bu nedenle akut PTE geciren hastalarda uzun sireli tedavi niiksiin
onlenmesi ve kanama riski arasindaki dengeye gore planlanmalidir.

Couturaud F. Presse Med 53 (2024) 104245
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Rekurrens Riski

* Antikoagulan tedavi kesildikten sonra gelisecek VTE rekurrensi, ilk
gecirilen VTE esnasindaki dzellikler ile iliskilidir.

* PTE hastalarinin ilk ataktan sonra gecici risk faktoru olan hastalarda
tedavi kesilmesinden sonraki nliks riski %2.5 yil iken, kanser-bilinen
trombofilisi ve gecici risk faktori olmayan hastalarda ise niks riski
%4.5 yildir.
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ORIGINAL ARTICLE

The long-term recurrence risk of patients with unprovoked
venous thromboembolism: an observational cohort study
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Ameliyat, travma, gebelik veya hormon kullanimiyla iliskili VTE'si olan; antitrombin,
protein C veya protein S eksikligi olan; lupus antikoagulilani olan; kanser hastasi olan;
faktor (F) V Leiden ve/veya Fll G20210A mutasyonu icin cift heterozigot veya
homozigot olan veya VTE disindaki nedenlerle antitrombotik bir ilacla uzun sareli
tedavi alacak olan hastalar hari¢ tutulmustur.



Table 1 Baseline characteristics of 839 patients with ffirst unprovoked

VTE
Age at time of VTE, years 53 £ 14
Sex. n (%)
Men 350 (66)
Women 289 (34)
) Site of first VTE, n (%)
Distal DVT 154 (18)
Proximal DVT 349 (42)
PE 336 (40)
BMI 28 + 5
: Duration of anticoagulation, months 7+ 3
Follow-up, years 1.7(3.3. 11.4)




* Toplam 263 (%31) hastada semptomatik tekrarlayan VTE vardi..
* NUks 232 hastada (%88) provoke edilmemis ve 31 hastada (%12)
gecici bir risk durumu ile iliskilendirilmistir.

* Yuz on alti hastada (%44) niks PE, 97 hastada (%37) proksimal DVT,
46 hastada (%18) distal DVT ve dort hastada (%1) baska bir bolgede
trombus vardi (iki hastada Ust ekstremite DVT'si, iki hastada splanknik
ven trombozu).
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Fig. 2. Cumulative risk of recurrence according to site of first throm-
bosis (distal DVT wvs. proximal DVT vs. PE). DVT. deep vein throm-
bosis; PE, pulmonary embolism. [Color figure can be wviewed at



* ESC rehberi artik provoke-unprovoke teriminin kullanilmamasini
dnermemektedir.

* Hastalari
* Major gecici veya reverzibl risk faktoriu olanlar

* MinOr gecici veya reverzibl risk faktoru veya non-malign persistan risk
fakoturu olanlar veya risk faktori saptanamayanlar

» Aktif kanseri olan veya antifosfollipid antikor sendromu gibi protrombotik risk
faktora olanlar

olarak ayrilmasini 6nermektedir.






Estimated risk for long-term
recurrence’

Intermediate (3-8% per year)

Risk factor category
for index PE?

Transient or reversible factors
associated with $10-fold increased risk

for first (index) VTE

Non-malignant persistent risk factors

No identifiable risk factor

E)'{amplealsb

* Minor surgery !Eeneral anaesthesia for <30 min!

» Admission to hospital for <3 days with an acute illness

» Qestrogen therapy/contraception

* Pregnancy or puerperium
» Confined to bed out of hnsEitaI for 23 dazs with

an acute illness
+ Leg injury (without fracture) associated with reduced

mobility for 23 days
+ Long-haul flight

' Inﬂammaturz bowel disease

v Active autoimmune disease



Estimated risk for long-term Risk factor category Examplesh
recurrence’ for index PE?
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Supplementary Table |13 Validated prediction models for quantification of the risk of recurrent venous thromboembolism

Prediction model Parameters Points Categories of Risk group (for VTE Type of studies Number of PE patients  Remarks
recurrence risk recurrence) studied included
Vienna o Male sex n.a. Continuous (nomogram)  Unprovoked VTE Cohorts database (deriva-  Derivation study: 438 (47%
prediction e Proximal DVT tion, validation) of cohort)
model™ ¢ Pulmonary embolism Validation study: 291 (32%)
e D-dimer (continuous value)
HERDOO?2*7 e Hyperpigmentation, cedema 1 0—1 points: low risk; Unprovoked VTE (deriva-  Management study (deriva- Derivation study: 327 (49%) Only applicable
or leg redness 1 =2 points: high risk tion); tion, internal validation) in wormen
o D-dimer >250 pg/L (on VKAs) 1 unprovoked VTE, or with Management study: 1634
# Body mass index =30 kg/m’ 1 minor risk factors (5%%)
o Age >65years (validation)
DASH ool o D-dimer (post-VKA; normal 2 <1 points: low risk; Unprovoked VTE, or minor  Cohorts database (deriva- Mot reported
or abnormal) 1 =2 points: high risk risk factors tion, external validation)
o Age <50 years 1
o Male sex -2
¢ Hormonal therapy
DAMOVES* ! Age (continuous) n.a. Continuous (nomogram)  Unprovoked VTE Prospective cohort Derivation study: 270 (68%)
Sex (derivation) Validation study: not
Obesity Retrospective cohort reported
Abnormal D-dimer (external validation)

Factor VIll (continuous)
Genetic thrombophilia

Varicose veins
11 07 .. OVT - r LY



HERDOO2

HERDOO2 Rule

Predictor Scoring

Hyperpigmentation 1 point total, if any
Edema one of these criteria

is present

Redness of either leg
D-dimer 2 250 pg/L while anticoagulated
Obesity with BMI = 30 kg/m”

Older age, ie, = 65 years
Decision Making:

Women: 0-1 Discontinue anticoagulation

=2 Continue anticoagulation
All men Continue long-term anticoagulation

Rodger MA,_ et al. BAMJ. 2017:356:51065.




Total

Annual Risk of

Risk Assessment Tool Factors Points
Score Recurrence
Post-thrombotic signs
(hyperpigmentation, edema 1 Men: 8.4-13.7%
aor redness of either leg)
Women with
D-dimer level =250 pgsL
i _ _ 1 score <2: 1.6-
(during anticoagulation) e
HERDOO2>"% 0—4 ’
Wormen with
Body mass index =30 kg/m2 1 sCcore 2: 7.4-
14,190
Ape =65 years 1




DASH Prediction Score for Recurrent VTE

D-dimer abnormal v .
Measured ~1 month after stopping ==t
anticoagulation

Hormone use at VTE onset (if female) Yas _2
If male patient, select "MNo”

MANAGEMENT
In a patient with previously diagnosed WTE who has completed a 3-6 month course of
anticoagulation:

- DASH =1:-
o Consider discontinuing anticoagulation, as this group has an annual recurrence risk of
3.1%a6.

= DASH =Z2:

o Consider continuing anticoagulation, as this group has an annual recurrence risk of
9_3%a_




DASH’

D-dimer level abnormal

1 month after stopping 2
anticoagulation

Ape =50 years 1

hMale 1

Hormone use at VTE onset 5

(female only)

-2 to 4

Score 1: 0.5-5.3%

SCcore 2: 6.4-6.7%

SCcore 3: 6.58-
12.3%




Antikoagilasyon iliskili kanama

* VKA (warfarin) yillik kanama riski %3

* YOAK larda bu oranin %40 daha disuk oldugu ve Faz 3 klinik
calismalarda yaklasik yillik %1 oldugu saptanmistir.

* Bununla beraber glinlik pratikte daha fazla olacagi tahmin
edilmektedir.



J Thromb Thrombolysis. 2017 Aug;44(2):169-173. doic 10.1007/311238-017-1519-6.

Effectiveness and safety of apixaban therapy in daily-care patients with atrial fibrillation: results
from the Dresden NOAC Registry.

Helmert §' Marten S, Mizera H! Reitter A Sahin K2, Tittl L. Beyer-Westendorf J34

# Author information

Abstract

The effectiveness and safety of apixaban for stroke prevention in atrial fibrillation (3PAF) demonstrated in ARISTOTLE needs to be confirmed
in daily care. To evaluate effectiveness and safety of apixaban therapy in SPAF patients in daily care, we used data from an ongoing,
prospective, non-interventional registry of more than 3000 patients on novel oral anticoagulants in daily care. Between 1 December 2012 and
31 August 2013, 514 patients receiving apixaban were enrolled. During a mean follow-up of 803.5 £ 228.9 days, the combined endpoint of
strokeftransient ischaemic attack/systemic embolism occurred at a rate of 2.4/100 patient-years in the intention-to-treat analysis (95%
confidence interval [Cl] 1.5-3.5) and at 1.8/100 patient-years (95% CI 1.0-2.8) in the on-treatment analysis (events within 3 days after last
intake). On-treatment rates were numerically lower for patients selected for 5 mg apixaban (n= 404) twice daily [BID] compared with the 110
patients selected for 2.5 mg BID [1.6 (95% CI 0.8 to 2.7) vs. 2.6/100 patient-years (95% CI 0.8-6.1)]. On treatment, major bleeding occurred
at a rate of LN = 1318 (== and significantly more often in patients receiving the 2.5 mg BID dose compared with the 5 mg BID dose
(5.3 vs. 2.2/100 patient-years). Apixaban treatment discontinuation occurred in a total of 122 patients during follow-up (12.5/100 patient-years
in Kaplan-Meier analysis). Our data contribute to the confirmation of effectiveness and relative safety of apixaban in daily-care patients.
Furthermore, apixaban discontinuation rates were considerably lower than those reported for vitamin K antagonists.



Blood. 2014 Aug 7:124(6):935-62. doi- 10.1182/blood-2014-03-363577. Epub 2014 May 23.

Rates, management, and outcome of rivaroxaban bleeding in daily care: results from the Dresden
NOAC registry.

Bever-Westendorf J', Féirster K', Pannach S2, Eberiz F', Gelbricht V! Thieme €, Michalski F', Kénler ', Werth 8, Sahin K® Tt L', Hansel U, Weiss N,

@ Author information

Abstract

Worldwide, rivaroxaban is increasingly used for stroke prevention in atrial fibrillation and treatment of venous thromboembolism, but litle is
known about rivaroxaban-related bleeding complications in daily care. Using data from a prospective, noninterventional oral anticoagulation
registry of daily care patients (Dresden NOAC registry), we analyzed rates, management, and outcome of rivaroxaban-related bleeding.
Between October 1, 2011, and December 31, 2013, 1776 rivaroxaban patients were enrolled. So far, 762 patients (42.9%) reported 1082
bleeding events during/within 3 days after last intake of rivaroxaban (58.9% minor, 35.0% of nonmajor clinically relevant, and
according to International Society on Thrombosis and Haemostasis definition). In case of major bleeding, surgical or interventional
treatment was needed in 37.6% and prothrombin complex concentrate in 9.1%. In the time-to-first-event analysis, 100-patient-year rates of
major bleeding were 3.1 (95% confidence interval 2.2-4.3) for stroke prevention in atrial fibrillation and 4.1 (95% confidence interval 2.5-6.4)
for venous thromboembaolism patients, respectively. In the as-treated analysis, case fatality rates of bleeding leading to hospitalizations were
9.1% and 6.3% at days 30 and 90 after bleeding, respectively. Our data indicate that, in real life, rates of rivaroxaban-related major bleeding
may be lower and that the outcome may at least not be worse than that of major vitamin K antagonist bleeding, and probably better. This trial
was registered at www.clinicaltrials.gov as identifier #NCT01586119.




Multicenter Study 2 Int 1 Cardiol. 2020 Feb 15:301:167-172. doi: 10,1016/ ijcard. 2012.11.7105.
Epulb 2079 Mow 17.

Prediction of major bleeding in patients receiving
DOACs for venous thromboembolisim: A prospective
cohort studvy
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Abstract

Backgroumnd: In the direct oral anticoagulants (DOACS) era, extended anticoagulation = an attractive
strateqgy afbter venous thromboembolism (WTE) The role of curmrenthy available Blesding risk scores for
WTE patients treated with DOACs in clinical practice is undefirved.

Methods: Consecutive patients with YWTE wers included in a prospective multicenter cohort at the
initiation of treatment with DOATCs, The role of ATRIA, HAS-BLEL, Kuijer, ORBIT, RIETE and WTE-ELEED
scores In predictimng major bleeding (ISTH definrdion) while on DOSAC freatment was assessaed.

Results: Owerall, 1034 patients were included and followed for omve year or until the end of treatmenit
or the ccocurrence of major bleeding. During study perod, 26 major blesedings coccurred in 25 patents
. anermia, bleseding history and creatinine clearance <20 ml min vwere significant
predictors of major blesedings., The predictive valuse of Bleseding nisk scores vwas modest. In the 12-
month study pericd, ORBIT (HR intermediate-high ws. low risk patients 2.62, 9525 C1 1.65-7.949 and c-
statistics OL645, 95%6 Cl 0.523-0.767) and VWTE-BELEED (HR high w=s. loww 16.11, 95%: Cl1 2.18-119.09 and c-
statistics O.& 74 D525 O] L.59=2-0.755) score signitficanty predicted major Bleeding. The lowest incidence
of major bleseding {(0.375) was abserved i the low-nisk categorny of W TE-BELEELD, while the highest
(.15 im the high-risk categorny of OREBIT.
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Supplementary Table 14 Prediction models for quantifying bleeding risk

Prediction
rrvoede |

OBRI*

E.uijer et al*

RIETEY

HAS-BLED*4?

VTE-BLEED™

Parameters

Age =65 years
History of stroke
History of gastrointestinal bleeding
Recent myocardial infarction,
renal insufficiency, diabetes, or anaemia

Age =60 years
Fernale sex
Malignancy

Age =75 years

Recent bleeding

Cancer

Creatinine =1.2 mg/dL

Arnaamia

PE (vs. DVT) index event
Uncontrolled hypertension
Abnormal liver/renal function
Previous stroke

Bleeding history or predisposition
Labile INR (time in therapeutic range <60%)
Age =65 years

Concomitant drugs or alcohol

Active cancer

Male patient with uncontrolled hyperten sion
Anaemia

History of bleeding

Age =60 years

Reral v efiiame tiom (O e | 30— &0 m L i

Poin ts

— el ek ek

1.6
1.3
22

Categories of
bleeding risk
0: low

1 —2¢ intermmediate
3 —4: high

0 low

1 —3: intermediate
>3: high

0 lovw

1 —4: intermmediate
>4: high

0 —2 loswr
=3: high

0 —"1: lossr
=2 high

Walidation status

Walidation showed modest accuracy
in VKA cohorts (reviewed in Klok
&t -u:rL"‘Sj

Mo data in patients treated with
MNOACS

Walidated in post hoc analysis of
RCTs testing NOACs vs. VEAS
after initial LMWH treatment "
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Antithrombotic Therapy for VTE Disease () cosvor
CHEST Guideline and Expert Panel Report
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Scott M. Stevens, MD; Janine R. E. Vintch, MD, FCCP; Philip Wells, MD; Scott C. Woller, MD; @
and COL Lisa Moores, MD, FCCP PODCAST '



Risk Factors®

Age 65 y'#41%

184-188,190,192,194-202

Age =75y

Previous bleeding®® 191-193,198,201-204

Cancer!87:191,195,198,205

Metastatic cancer!®! 204

Renal fE”UI"ElES’ 151-193,196,199,201,206

Liver fa ilurElEE,lEQ,IQE,IQE

Thrombocytopenia®=2%*

Previous stroke!®>192:195.207

Diabeteg!8°:186,196,200,202

Anaemia 185 189,195,198,202

Antip]atdet tthEleBE" 1595,196,202,208

Poor anticoagulant contro| *#%16:203

Comorbidity and reduced functional capacity %952

Recent surgery'®*%¢

Frequent falls**>

Alcohol abuse®1/192195,202

Nonsteroidal anti-inflammatory drug*°

Categorization of Risk of Bleeding®

Estimated Absolute Risk of Major

Bleeding
Low Moderate
Risk® Risk® High Risk"
(0 Risk (1 Risk (=2 Risk
Factors) Factor) Factors)
Anticoagulation
0-3 mo'
Baseline risk (%) 0.6 1.2 4.8
Increased 1.0 2.0 8.0
risk (%)
Total risk (%) 1.69 3.2 12.8"
Anticoagulation
after first 3 mo’
Baseline risk (%/y) 0.3 0.6 =2.5
Increased risk 0.5 1.0 =4.0
(%/y)
Total risk (%/y) 0.8’ 1.6 =6.5




VTE BLEED SCORE
(Valide edilmis (dogrulanmis))

Factor Score

Active cancer® 2

Male with uncontrolled arterial hypertension® 1

Anaemia“ 1.5

History of bleeding® 1.5

Age =60 years old 1.5

Renal dysfunction® 1.5
Classification of patients with the VTE-BLEED score

Low bleeding risk Total score <2

High bleeding risk Total score =2




UZUN SURELI TEDAVI CALISMALARI

Supplementary Table |5 Trials on extended anticoagulant treatment

Active® Study Comparison Design MNo. patients Patients Treatment Risk reduction for recurrent Major or CRNM
enrolled with duration i VTE (HR; 95% CI) bleeding in active®
index PE p group (HR; 95% CI)
Dabigatran RE-SONATE™  Placebo vs. D Superiority 1343 33% & months : 92% 5.3%
150 mg b.id. (0.08; 0.02-0.25) (292; 1.52- 5.60)
RE-MEDY* Woarfarin (INR2—3)  Non- 2856 35% 18 —36 months : Risk difference, 0.38% vs. VKA 5.6%
D 150 mg b.i.d. inferiarity (1.44; 0.78 —2.64) (0.54; 0.41-0.71)
Rivaroxaban  EINSTEIN Placebo Superiority 1196 38% 6—12 months : 82% 6.0%
Extension”” R 20 mg o.d. (0.18; 0.09—0.39) (5.19; 2.3-11.7)
EINSTEIN Aspirin 100 mg o.d. Superiority 3365 49% 12 months ; 66% 3.3%
Choice®™” R 20 mg o.d. (0.34; 0.20—0.59; R 20 mgvs. aspirin)  (1.59; 0.94-2.69)
R10mg od 74% 2.4%
(0.26; 0.14—-0.47; R 10 mg vs. aspirin) (1.16; 0.67 - 2.03)
Apixaban” AMPLIFY Placebo vs. Superiority 2486 35% 0% 4.3%
Extension”* A5 mgbid vs (0.36; 0.25—-0.53; A 5 mg vs. placebo) (1.62; 0.96-2.73)
A25mgbid” 81% 3.2%
(0.33; 0.22—-0.48; A 25 mgvs. placebo)  (1.20; 0.69-2.10)
Aspirin WARFASA®®  Placebo vs. Superiority 402 40% >24 months 40% 1.0%
ASA 100 mg daily (0.58; 0.36—-0.93) (0.98; 0.24—3.96)
ASPIRE*® Placebo vs. Superiority 822 30% Between 2and 26% 1.1%
ASA 100 mg daily 4 years (actual, (0.74; 0.52-1.05)
27 months)
Sulodexide SURVET™’ Placebo vs. Superiority 617 8% 24 months : 51% 0.6%

52 cp 250 mg biid. (0.49; 0.27-092) (0.97:/0.14- 6.88)



The NEW ENGLAND JOURNAL of MEDICINME

ORIGINAL ARTICLE

Mart 2017

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*

anticoagulation*

Aspirin 100 mg od
n=1131%

I—r
30-day

12-month planned treatment duration®  follow-up



Supplemental Table 52

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

Outcome

Rivaroxaban 20 mg
(N=1107)

Rivaroxaban 10 mg
(N=1127)

Aspirin 100 mg
(N=1131)

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)
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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
*
« Duration: 12 months M
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 (percent)

3% (42)

current VTE or death from any cause
— primary efil

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

QU zjor 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

32(33) 033 (0.22-048) 036 (0.25-053) NA




Original Investigation

Six Months vs Extended Oral Anticoagulation
After a First Episode of Pulmonary Embolism
The PADIS-PE Randomized Clinical Trial

Francis Couturaud, MD, PhD; Olivier Sanchez, MD, PhD; Gilles Pernod, MD, PhD; Patrick Mismetti, MD, PhD; Patrick Jego, MD, PhD:;

JAMA. 2015;314(1):31-40. doi:10.1001/jama.2015.7046

MAIN OUTCOMES AND MEASURES The primary outcome was the composite of recurrent
venous thromboembolism or major bleeding at 18 months after randomization. Secondary
outcomes were the composite at 42 months (treatment period plus 24-month follow-up), as
well as each component of the composite, and death unrelated to pulmonary embolism or
major bleeding, at 18 and 42 months.

MUHTESEM PLANLANMIS CALISMA, ilk atak unprovoke emboli
6+12

6+PLASEBO

+24 AY iLACSIZ GOZLEM



No. (%) of Patients With Events®

Warfarin Placebo
(n=184) (n=187) Hazard Ratio (95% CI)* P Value®
Person-years 593.5 612.6

During the 18-mo study treatment period

Primary composite outcome®
Qecurrent venous thromboembolism 3(L7) 25(13.5) 0.15(0.05-0.43)

Fatal pulmonary embolism

Symptomatic nonfatal pulmonary embolism 2 21

Symptomatic proximal deep-vein thrombosis 1 4

Death from causes other than venous 2(1.1) 2(1.1) 1.32(0.19-9.35) 18
thromboembolism or major bleeding

During the entire study period (median, 41 mo)

Composite outcome 0.75(0.47-1.18) 22

0.69 (0.42-1.12)

current venous thromboembolism 28 (17.9) 39 (22.1)
Fatal pulmonary embolism'

Symptomatic nonfatal pulmonary embolism 17 31



Extended treatment of venous thromboembolism with T*®
reduced-dose versus full-dose direct oral anticoagulants in

patients at high risk of recurrence: a non-inferiority,
multicentre, randomised, open-label, blinded endpoint trial

Francis Couturaud, Jeannot Schmidt, Olivier Sanchez, Alice Ballerie, Marie-Antoinette Sevestre, Nicolas Meneveau, Laurent Bertolett;, m
Jéréme Connault, Ygal Benhamou, Joél Constans, Thomas Quemeneur, Francois-Xavier Lapébie, Gilles Pernod, Gaél Picart, Antoine Elias,

Caroline Doutrelon, Claire Neveux, Lina Khider, Pierre-Marie Roy, Stéphane Zuily, Nicolas Falvo, Philippe Lacroix, Joseph Emmerich, Isabelle Mahé,

Julien Boileau, Azzedine Yaici, Sylvain Le Jeune, Dominique Stéphan, Pierre Plissonneau-Duquene, Valérie Ray, Marc Danguy des Déserts,

Rafik Belhadj-Chaidi, Bouchra Lamia, Yves Gruel, Emilie Presles, Philippe Girard, Cécile Tromeur, Farés Moustafa, Vincent Rothstein, Karine Lacut,

Solen Melac, Sophie Barillot, Patrick Mismetti Silvy Laporte, Dominique Mottier, Guy Meyer, Christophe Leroyer, forthe RENOVE Investigators™

Summary
Background In patients with venous thromboembolism at high risk of recurrence for whom extended treatment with I Lancet 2025; 405:725-35 I

direct oral anticoagulants has been indicated, the optimal dose is unknown. We aimed to assess eflicacy and safety of ~Sce Comment page 676

reduced-dose versus full-dose direct oral anticoagulants in patients in whom extended anticoagulation has been indicated.  «The RENOVE Investigators are
listed in the appendix (pp 2-G)

Metod: 6-24 ay tedavi alan hastalar ortalama 37.1 ay takip edilen PTE veya Proximal DVT hastalari.
Amag: Uzun sureli antikoagtlasyon gerektiren tekrarlayan ven6z tromboembolizm riski ylksek olan
hastalarda azaltilmis doz antikoagilasyonun (rivaroxaban 10 mgr veya apixaban 2x2.5 mgr) tam doz
antikoagllasyona (rivaroxaban 20 mgr veya apixaban 2x5 mgr) gore etkinlik acisindan Gstiin olup
olmadigini degerlendirme amaclanmis.



* Dahil edilme kriterleri
e - 18 yasindan buyik hastalar

e -Vendz tromboembolizm (VTE) (yani semptomatik pulmoner emboli [PE] veya proksimal derin ven
trombozu [DVT]) sonrasi uzun sureli antikoagtlasyon endikasyonu olan ve baslangicta 6 (-15 gtn) ila 24
ay (+3 ay) arasinda tedavi edilen hastalar:

- Birden fazla VTE atagi geciren hastalar veya
- IIk kez provoke edilmemis* VTE atagi geciren hastalar

- Kahci risk faktorit ile iliskili VTE'si olan hastalar veya
* - Klinisyenlerin suresiz antikoaglilasyonun gerekli oldugunu dusindugi hastalarf
* -Sosyal guvenlik iliskisi.

*Ameliyat, alt ekstremite travmasi, son (¢ ay icinde uzun stireli immobilizasyon, dstrojen iceren dogum kontrol
hapi veya hormonal replasman tedavisi, 3 aydan kisa siireli gebelik veya dogum gibi majér geri dondiiriilebilir
risk faktérlerinin yoklugunda ve kalici risk faktérlerinin yoklugunda VTE meydana gelmisse VTE provoke olmamis
olarak tanimlanir (asagiya bakiniz).

tKalici risk faktorleri (kapsamli liste degildir):
* - kronik enflamatuar hastaliklar (6rnegin, kronik enflamatuar bagirsak hastaliklari, romatoid artrit, vb. ),
* - kalici veya siirekli hareketsizlik (6rn. nérolojik hastaliklar veya diger nedenler),

* -majér trombofili, 6rnegin: dogrulanmis protein C, S veya antitrombin eksiklikleri, kombine trombofili, homozigot Faktér V Leiden veya
homozigot protrombin gen varyanti,

* - hormonal tedavi (6rn. meme ve prostat kanseri igcin) veya kanser icin diger protrombotik tedavi, dahil edilmeden énce 6 aydan fazla bir siire
boyunca kontrol altindadir.

tAkut fazda 6liim riski yliksek PE, ilio-vena kava DVT, ailede 6ltiimctlil PE éykiisii gibi 6zel durumlar.



Hari¢ birakma kriterleri

* - Rivaroksaban ve apiksabana karsi bilinen alerji, yardimci maddelerden herhangi birine karsi aleriji
- Terapotik doz antikoagulan tedavi endikasyonu

- izole distal DVT

- HERDOO2 skoru <1

- DVT veya PE disinda antikoaglilasyon endikasyonu (6rn. atriyal fibrilasyon, mekanik kapakgciklar)
- Dahil edilmeden 6nce 14 glin veya daha uzun stre antikoagltlasyona ara verilmesi

- Kronik karaciger hastaligi veya kronik hepatit

- Yuksek kanama riski altinda oldugu digtinilen hasta (6rn. son lcay icinde gegirilmig
gastrointestinal sistem kanamasi, kontrolsiz hipertansiyon, vb. )

- Cockcroft ve Gault formuliine gore kreatinin <25 mL/dakika olan bobrek yetmezligi
- Antifosfolipid sendromu

- Ikili antiplatelet tedavi veya giinde >100 mg dozda aspirin

- GUcla bir sitokrom P-450 3A4 (CYP3A4) inhibitorinin birlikte kullanimi

- 6 aydan kisa siireli aktif kanser

- Aktif gebelik veya beklenen gebelik

- 12 aydan kisa yasam beklentisi



Reduced-dose group Full-dose group (n=1385) Hazard ratio (95% CI) pvalue
(n=1383)

Symptomatic recurrent pulmonary embolism 11 (1-5% [0-5-2-4]1% 13 (1-5% [O-7—2-4]M1
Fatal pulmonary embolism|| 3 (0-3% [0-0-0-6]) 3(0-3% [0-0—0-77)
Symptomatic non-fatal pulmonary emmbolism 8 (1-2% [0-3-2-1]) 11 (1-3% [0-5-2-1])
Symptomatic proximal deep vein thrombosis O (1-1% [D0-2-2-1])% 2 (0-2% [0-0-0-6])
Key secondary outcomes
Clinically relevant non-major bleeding and major 96 (9-9% [7-7-12-1]) 154 (15-2% [12-8-17-6]) 0-61 (0-48-0.79)
bleeding
Major bleeding 15 (2-1% [0-7-3-5]** 38 (4-0% [2-7-5-3])1t 0-40 (0-22-072)
Fatal bleeding 2 (0-5% [0-0-1-2]) 3 (0-2% [0-0-0-5])
MNon-fatal bleeding 13 (1-7% [0-5-2-9]) 35 (3-8% [2-5-5-1])
Climically relevant non-major bleeding 84 (8-6% [6-6-10-7]) 118 (11-5% [9-3-13-6]) 0-70 (0-53-0-93)
Met clinical benefit (symptomatic recurrent venous 113 (11-8% [9-4-14-3]) 166 (16-5% [14-0-19-0]) 0-67 (0-53-0-86)

thromboembolism, or major bleeding, or clinicalky
relevant non-major bleeding)

Other secondary and safety outcomes

All-cause death 35(4-3% [2-6-6-0])FF 54 (6-1% [4-3-8-0]) 0-67 (0-44-1-03)
Death from cawses other than venous 30 (3-6% [2-1-5-1]) 48 (5-6% [3-9-7-4]) 0-64 (0-41-1-02)
thromboembolism or major bleeding

Symptomatic pulmonary embolism, proximal or distal 33 (3-4% [2-1-4-7]) 20(2-2% [1-2-3-3]) 1-70 (0-98-2-97)
deep vein thrombosis, or venows thrombosis in other

location

Arterial cardiovascular events 78/1249 (6-2% [5-0-7-7])§§ 69/1252 (5-5% [4-3-6-9])91

Chronic thromboembolic pulmonary hypertension 31242 (0-24% [0-05-0-707) 41242 (0-34% [0-09-0-82])

Newly diagnosed cancer 91/1261 (7-2% [5-9-8-8]) 99/12649 (7-8% [6-4-9-4])




* Sonug:

e Uzatilmis antikoagulasyon gerektiren vendz tromboembolizmli
hastalarda, dogrudan oral antikoagtlan dozunun azaltilmasi non-
inferiorite kriterlerini karsilamamaistir.

* Bununla birlikte, her iki gruptaki distk niks oranlari ve azaltilmis
dozla klinik olarak anlamli kanamanin onemli dl¢lide azalmasi, bu
rejimi bir secenek olarak destekleyebilir.



The NEW ENGLAND JTOUEREMNAL of MEDICIMNE

29 Mart 2025

ORIGINAL ARTICLE

Extended Reduced-Dose Apixaban for
Cancer-Associated Venous Thromboembolism

1. Mahég, ™™ M. Carrier,® D. Mayeur,®” ). Chidiac,! E. Vicaut,*® N. Falvo,**?

O. Sanchez,>*° C. Grange,*! M. Monreal,'** ] J. Lopez-MNufiez, %1313
R. Otero-Candelera,’®!'® G. Le Gal,® E. Yeo,” M. Righini,'®* H. Robert-Ebadi,*

M.V. Huisman,” F.A. Klok,'® P. Westerweel,” G. Agnelli,”* C. Becattini,*
A. Bamias,™ K. Syrigos,™ S. Szmit,** A. Torbicki,*® P. Verhamme,**
A. Maraveyas,”” A.T. Cohen,”™ C. Ay,”® C. Chapelle,** G. Meyer,>**
F. Couturaud,*?***? P. Mismetti,*+3-3435 P, Girard,**® L. Bertoletti,**%-34.35

and S. Laporte,****! for the API-CAT Investigatorsy

Metod: 6 ay tedavi alan hastalar ortalama 11.8 ay takip edilen PTE veya Proximal DVT hastalari
Amag: Kanser hastalarinda 2.5 mgr 2x1 apixabanin 5 mgr 2x1 apixabana karsi rekiirren VTE agisindan
non inferior olup olmadiginin arastirilmasi.



Table 2. Clinical Qutcomes during the Trial Period.*

Cutcome

Reduced-Dose

Apixaban
(N=266)

Full-Dose
Apixaban
(N =2900)

rnumber {percert)

Treatment
Effect
(952 Cl1)

P value

Recurrent symptomatic venous thromboembolism 17 (2.0} 18 (2.1) 0.97 (0.50—1.88)

Lower-limb deep-vein thrombosisi B (0.9) & (0.7) —_
Pulmonary embolism 9 (1.1) 10 (1.2) —_
Fatal pulmonary embolism (0] ] —
Unexplained sudden deathf 3 (0.4) 2 (0.3) —_
Upper-limb deep-wvein thrombosis 1 (0.1) 3 (0.4) —
Central venous catheter—related thrombosis 1(0.1) 2 (0.2) —_
Incidental venous thromboembolismY 1 (0.1) & (0.7) —_

Recurrent major venous thromboembolism 17 (2.0 21 (2.4 0.83 (0.44-1.57

Key secondary safety outcome: major or clinically relevant non-

102 (12.1)

136 (15.6)

0.75 (0.58—0.97)

major bleeding*>=*

Major bleeding 24 (2.9) 37 (4.3) 0.66 (0.40—1.10)

Fatal bleeding- 2 (0.2) 2 (0.2) —_

Major gastrointestinal bleeding 12 (1.4) 25 (2.9) —
Upper gastrointestinal bleeding 6 (0.7) 13 (1.5) —_
Lower gastrointestinal bleeding 7 (0.8) 13 (1.5) —_

Clinically relevant nonmajor bleeding 24 (10.0) 107 (12.3) 0.79 (0.59—1.05)

Other secondary outcomes
Death from any cause 148 (17.7) 168 (19.6) 0.96 (0.26—1.06)
Recurrent symptomatic venous thromboembolism, major 167 (19.9) 191 (22.1) 0.96 (0.87—1.07)
bleeding, or death from any causejy
Major venous thromboembolism or major bleeding i 41 (5.2) 55 (6.8) 0.96 (0.87—1.06)




8.4 Recommendations for the regimen and duration of anticoagulation after pulmonary embolism in patients without
cancer

Recommendations Class® Level®

Therapeutic anticoagulation for > 3 months is recommended for all patients with PE.**’

Patients in whom discontinuation of anticoagulation after 3 months is recommended

For patients with first PE/VTE secondary to a major transient/reversible risk factor, discontinuation of therapeutic oral

anticoagulation is recommended after 3 months,¥"3%0:341

Patients in whom extension of anticoagulation beyond 3 months is recommended

Oral anticoagulant treatment of indefinite duration is recommended for patients presenting with recurrent VTE (that is,

with at least one previous episode of PE or DVT) not related to a major transient or reversible risk factor.>*®
Oral anticoagulant treatment with a VKA for an indefinite period is recommended for patients with antiphospholipid anti-

body syndrome.*?

Patients in whom extension of anticoagulation beyond 3 months should be considered?

Extended oral anticoagulation of indefinite duration should be considered for patients with a first episode of PE and no
S : 330,331,347,351 - 353 lla
identifiable risk factor.” ™ '

Extended oral anticoagulation of indefinite duration should be considered for patients with a first episode of PE associated lla c
with a persistent risk factor other than antiphospholipid antibody syndrome 33032233
Extended oral anticoagulation of indefinite duration should be considered for patients with a first episode of PE associated

lia C
with a minor transient or reversible risk factor.**%-331332



NOAC dose in extended anticoagulation*
If extended oral anticoagulation is decided after PE ina patient without cancer, a reduced dose of the NOACs apixaban la .

352353
. C

(25mgbid) or rivaroxaban (10 mg 0.d) should be considered after 6 months of therapeutic anticoagulation,
Extended treatment with alternative antithrombotic agents

In patients who refuse to take or are unable to tolerate any form of oral anticoagulants, aspirin or sulodexide may be con-
sidered for extended VTE prophylaxis. ™~

Follow-up of the patient under anticoagulation

= ESC 2019

In patients who receive extended anticoagulation, it is recommended that their drug tolerance and adherence, hepatic and

renal' function, and bleeding risk be reassessed at regular intervals ™



Bunlar onerilir (recommended)

* Major veya geri dondurulebilir bir risk faktori olmadan gecirilen iki
VTE ataginda sinirsiz siire (indefinite) antikoagilan oneriliyor (Kanit
dizeyi IB).

* Antifosfolipit sendromu olanlarda WARFARIN ile sinirsiz siire
antikoagilan oneriyor (Kanit diizeyi IB).



Diagnostic criteria of

ANTIPHOSPHOLIPID SYNDROME

>1 clinical criteria

CuLIiINIcAL CRITERIA:

=1 arterial, venous, or small-vessel
thrombosis event of any organ
(excluding superficial venous
thrombosis)

9 Pregnancy morbidity (A, B or C):

A. =1 unexplained fetal death of
a morphologically normal fetus at
=10 weeks' gestation

B. =1 premature birth before 34
weeks’ gestation due to eclampsia,
severe pre-eclampsia, or placental
insufficiency

C. =8 consecutive spontaneous
abortions before the 10th week
of gestation (in the absence of
anatomic, hormonal, or
chromosomal causes)

=B

(2

(3

>1 laboratory criteria ﬂ

LABORATORY CRITERIA:
‘

Lupus anticoagulant positivity
on =2 occasions =212 weeks apart

IgG or IgM anticardiolipin antibodies
in moderate or high titers (40 GPL
units or >99th percentile) measured
by standard ELISA on =2 occasions
=12 weeks apart

IgG or IgM anti-beta-2-glycoprotein I
antibody in moderate or high titers
(>99th percentile) measured by
standard ELISA on =2 occasions

=2 weeks apart
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Direct Oral Anticoagulants vs m
Vitamin K Antagonists in Patients
With Antiphospholipid Syndromes

CENTRAL ILLUSTRATION Use of Direct Oral Anticoagulants vs Vitamin K Antagonists in Thrombotic
Antiphospholipid Syndrome

M 48 y 68% W
4 Randomized Clinical Trials can “aginyﬁ é *Omen
: &
-

RAPS TRAPS
United Kingdom Italy
(N =116) (N=120)

Meta-Analysis of Randomized Trials

474 patients
. w:th thrombotlc APS

Vitamin K Direct Oral
ASTRO-APS Antagonists Anticoagulants
United States
(N =48)

Ordi-Ros et al

Spain
(N =190)

Composite arterial thrombosis 5.43 (1.87-15.75) “a“ ” ' *
Venous thromboembolism events 1.20 (0.31-4.55) !

4.46 (1.12-17.84)
10.74 (2.29-50.38) Use of DOACs Compared With VKAs Was
Associated With:
1.02 (0.42-2.47
( ) « Increased odds of arterial thrombotic events,
especially stroke

0.'01 0'.1 10 100 * No change in the odds of VTE or major bleeding

Higher in VKAs ngher in DOACs

Composite of arterial or venous thrombosis
Stroke
Major bleeding

All-cause death 1.43 (0.44-4.62)

Results were consistent within subgroups

Khairani CD, et al. J Am Coll Cardiol. 2023;81(1):16-30.




Bunlar dGsunulur (considered)

*Sinirsiz sureli antikoagulasyon

* Nedeni saptanmayan ilk atakta disundulebilir (Kanit
dizeyi llaA).

* Antifosfolipid antikor sendromu disinda kalici risk
faktora varsa ilk atakta distndulebilir (Kanit dizeyi

l1aC).

* Minor - gecici veya reverzibl risk faktoért sonucu VTE
olusmussa ilk atakta disunulebilir (Kanit diizeyi
l1aC).



Bunlar dGsunulur (considered)

* Eger kanser hastasi disinda bir hastada uzun streli antikoagtlasyon
Oneriliyor ise, 6 aylik tedaviden sonra azaltilmis dozda apixaban 2x2.5
mgr veya rivaroxaban 1x10 mgr disunulebilir (Kanit dizeyi llaA).

e Uzatilmis sireli antikoagltlasyon alan tim hastalarda KCFT, BFT ve
kanama riski belli araliklarla degerlendirilmelidir.



Akut PTE sonrasi takip hastasinda oneriler

* 1- 3-6 aylik tedavi stiresi sonunda rutin klinik degerlendirme onerilir.
[Bunlar reklrrens semptomlari, kanama, malignite ve persistan veya
yeni ortaya cikan dispne (mMRC) sorgulanmali ve tedavi uzatiimasinin
gerekliligine karar verilmelidir.] (Kanit 1B).

 2- 3 aylik tedaviden sonra hala semptomatik ve V/P dengesizligi olan
hastalar, EKO ve natritretik peptid dizeyi ile degerlendirilerek
PAH/KTEPH merkezine yonlendirilmelidir (Kanit 1C).

* 3- Asemptomatik olsa da risk faktorii olan hastalar gosterildigi gibi
ileri tetkiklerle incelenmelidir (Kanit 2bC).



Rehberlerde Uzerinde Durulmayan Iki Durum
RPVO

Risk factors for recurrent venous

thromboembolism after unprovoked
pulmonary embolism: the PADIS PE
randomised trial curRespir J2017;51: 1701202



ABSTRACT  We aimed to identify risk factors for recurrent venous thromboembolism (VTE) after
unprovoked pulmonary embolism.

Analyses were based on the double-blind randomised PADIS-PE trial, which included 371 patients with a
first unprovoked pulmonary embolism nitially treated during 6 months who were randomised to receive an
additional 18 months of warfarin or placebo and followed up for 2 years after study treatment discontinuation.
All patients had ventilation/perfusion lung scan at inclusion (i.e. at 6 months of anticoagulation).

During a median follow-up of 41 months, recurrent VTE occurred in 67 out of 371 patients (6.8 events
per 100 person-years). In main multivariate analysis, the hazard ratio for recurrence was 3.65 (95% CI
1.33-9.99) for age 50-65 years, 4.70 (95% CI 1.78-12.40) for age >65 years, 2.06 (95% CI 1.14-3.72) for
patients with pulmonary vascular obstruction index (PVOI) 25% at 6 months and 2.38 (95% CI 1.15-
4.89) for patients with antiphospholipid antibodies. When considering that PVOI at 6 months would not
be available in practice, PVOI 240% at pulmonary embolism diagnosis (present in 40% of patients) was
also associated with a 2-fold increased risk of recurrence.

After a first unprovoked pulmonary embolism, age, PVOI at pulmonary embolism diagnosis o after
6 months of anticoagulation and antiphospholipid antibodies were found to be independent predictors for
TRCUTTENce,

41 ayhk takipte coklu analize gore
nuks icin risk faktorleri

1- 50-65 yas arasi 3.65 kat

2- 65 yas Ustl 4.7 kat

3- Tedavinin 6. ayinda saptanan
PVOI 2%5 olanlar 2.06 kat

4- Antifosfolipit antikor sendromu
olanlar 2.38 kat daha fazla nlikse
sahip.

5- Eger tedavinin 6. ayinda PVOI
olmasa da PTE tanisi aldiginda
%40 dan fazla PVOI varsa 2 kat
fazla ntks oranina sahip.



MANUSCRIPT ID : ERJ-01202-2017, FIRST REVISION (CLEANED)

Risk Factors for Recurrent Venous Thromboembolism after Unprovoked
Pulmonary Embolism.

Results from the PADIS-PE randomized clinical trial.*

Cécile Tromeur, Olivier Sanchez, Emilie Presles, Gilles Pernod, Laurent Bertoletti, Patrick
Jego, Elisabeth Duhamel, Karine Provost, Florence Parent, Philippe Robin, Lucile Deloire,
Florent Leven, Fanny Mingant, [Luc Bressollette, Pierre-Yves Le Roux, Pierre-Yves Salaun,
Michel Nonent, Benjamin Planquette, Brigitte Pan-Petesch, Philippe Girard, Karine Lacut,
Solen Melac, Patrick Mismetti, Silvy Laporte, Guy Mevyer, Dominique Mottier,

Christophe Leroyer, and Francis Couturaud, for the PADIS-PE Investigators.”
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Pulmonary Vascular Obstruction Index

PVOI at the diagnosis of PE and at 1nclusmn (le.;at 6 months of anticoagulation) were calculated using scores
having been validated and correlated b the N ‘ller index.'

For PVOI measured o cach perfusion scan was scored as described by Meyer et al.: (1)
each lobe was assigned a weight based on the regional distribution of pulmonary blood flow in the supine
position (right lower lobe 25%, right middle lobe 12%, right upper lobe 18%, left lower lobe 20%, lingula 12%
and left upper lobe 13%); (11) for each lobe, a semi-quantitative perfusion score (0, 0.25, 0.5, 0.75 or 1) was
estimated from the film density in the anterior, posterior and oblique views by comparison with the photodensity
of an apparently normally perfused area; (111) each lobar perfusion score was then calculated by multiplying the
weight by perfusion score; and (i111) the overall perfusion score was determined by summing the six separate

lobar perfusion scores and the percentage of vascular obstruction was then calculated.’
For PVOI measured oach lung was divided in 10 segmental arteries (3 to the upper lobes, 2 to
the middle lobe and to the lingula and 5 to the lower lobes) as previously described by Qanadli er al.: (1) the
presence of an embolus in a segmental artery was scored 1 point and emboli in the most proximal arterial level
were scored a value equal to the number of segmental arteries arising distally; (i1) to evaluate the residual
perfusion distal to the embolus, a weighting factor was assigned to each value, depending on the degree of
vascular obstruction (factor equal to zero when no embolus was observed or 1 with partially occlusive embolus
or 2 with complete occlusion); and (iii) the maximal pulmonary vascular obstruction score was 40 per patient
and results were expressed as percentage of vascular obstruction.’




Masif PTE sonrasl tedavi slresi

Should oral anticoagulation be discontinued
after 3 months in the setting of a first high-
risk pulmonary embolism secondary to a
major transient/reversible risk factor?

To the Editor:

Should oral anticoagulation be discontinued after 3 months in the setting of a first high-risk pulmonary
embolism event secondary to a major transient/reversible risk factor?

Hans Slabbynck, Johan Clukers and Daniella Galdermans Eur Respir J 2020; 55: 1902028
Dept of Respiratory Medicine, ZNA Middelheim, Antwerp, Belgium.



severity of the index episode [5]. We do acknowledge that, in clinical practice, when a high-risk,
lie-threatening PE has been suffered, this results in persisting uncertainty and fears for the patients and

their families, and that the wish of some of these patients to prolong anticoagulation needs to be taken
info account in the decision. In such cases, the questionable benefits of continuing anticoagulation should

be explained to the patient along with the bleeding risk of prolonging this treatment.

Guy Meyer' and Stavros Konstantinides ¢



CEVAP BEKLEYEN SORULAR

e 1- Hastanin ilk gecirdigi emboli tipine gore tedavi stiresi (6rnek major
gecici risk faktoru olan ve masif PTE gelisen hastalarda emboli siresi).

* 2- Reziduel pulmoner vaskuler obstruksiyon tedavi sresini etkilemeli
mi (Ozellikle V/P sintigrafisi) (Rehbere girmeli?)

* 3- Trombus yUki ve tedavi slresi
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Quarterly Medical Review - Venous thromboembolic disease: a tribute to Professor Guy Meyer

Duration of anticoagulation of venous thromboembolism @ "
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VTE, venous thromboembolism; PE, pulmonary embolism; DVT, deep vein thrombosis.

* Based on references 4,5,6,7.
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* Faktor Xa ve trombin mekanizmasiyla karsilastirildiginda FXI, pihti
olusumunda rol aldigi ancak hemostazi etkilemedigi bilinmektedir.

» Kalitsal FXI eksikligi olan hastalarda, spontan kanama komplikasyonu
olmaksizin VTE ve kardiyovaskdiler olaylarin gortlme sikliginda azalma
vardir

* Bu bulgular, FXI'nin pihtilasma kaskadinda yalnizca mutevazi bir rol
oynadigini, cunkd FXI'nin baslatmaya degil, trombusun
stabilizasyonuna ve genislemesine katkida bulundugunu
gostermektedir. Bu durum, kanama riski olmaksizin benzer
tromboembolik faydalardan yararlanma umuduyla FXI ve/veya Xla'yi
spesifik olarak inhibe eden ilaclarin gelistirilmesine yol agcmistir
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Fig.2| Mechanisms ofaction of anticoagulant drugs. a, Vitamin K antagonists

reduce the synthesis of coagulation factor precursor molecules, leading to a
reductionin the levels of factor VII (FVII), factor IX (FIX), factor X (FX) and factor Il

(FII). b, Heparins enhance antithrombin lll activity to inhibit activated FX (FXa)
and activated Fll (Flla). ¢, Direct oral anticoagulants selectively inhibit either FXa

d Factor Xl or Xla inhibitors
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or Flla. Vitamin K antagonists, heparins and direct oral anticoagulants all reduce
thrombosis but can compromise haemostasis, leading to bleeding. d, Novel

inhibitors that selectively target factor XI (FXI), activated factor XI (FXIa) or both
are undergoing clinical trials. The predominant role of FXIin thrombosis rather

than haemostasis suggests a potential for haemostasis-sparing anticoagulation.
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* Akut PTE nukst onlemek icin uzun sureli disuk doz mevcut DOAK lari
calismalar tam desteklemese de oneriliyor

e Ulasiimak istenen hedef nokta kanama yapmayan ve niukst 6nleyen
bir ajana ihtiyac var

e Gelecekte FXI inhibitorlerinden bu konuda ciddi bir beklenti var.



TESEKKURLER



Ozet

* NUks acisindan dusuk riskli, emboli acisindan major risk iceren
durumlarda 3 aylik tedavi verilmeli.

» Aktif kanser veya inflamatuar barsak hastaligi olanlarda en az 6 ay ve
hastalik kontrol altina alinana kadar uzun sureli antikoagulasyon
verilmeli.

* Major veya geri dondurulebilir bir risk faktori olmadan gecirilen iki
VTE ataginda uzun siireli antikoagllan oneriliyor.



* Yukarida bahsedilen bu iki grupta degil ise ve Minor - gegici veya
reverzibl risk faktorii var ya da sebebi bulunamamis ise 3-6 aylik
tedavi sonrast HERDOO?2 veya DASH skoru ile nukst hesaplayin, VTE-
BLEED skoru ile kanama riskini hesaplayin,

* Nuks riski yuksek ve kanama riski disuk ise tedaviye devam edin ve hastayi
belli araliklarla tekrar degerlendirerek tedavi stirdirme veya kesmeyi
degerlendirin.

* Nuks riski dustik ve kanama riski yiksek olan hastalarda hasta ile gortserek
tedaviyi sonlandirmayi distnin.

* Her iki riski yuksek olan hastalar ile konusarak hasta tercihini sorun ve beraber

tedavi plani yapin.



* Antifosfolipit sendromu olanlarda WARFARIN ile sinirsiz siire
antikoagulan verilmeli.

* Diger trombofililerden antitrombin, protein C veya protein S eksikligi
dogrulanmis olanlar, homozigot faktor V Leiden veya homozigot
protrombin G20210A mutasyonu olan hastalarda, ilk PE epizodundan
sonra uzun sureli antikoagulan tedavisi icin plan yapin, yillik kanama
riskini degerlendirin, kanama riski disuk oldugu siirece tedaviye
devam edin.



* Eger kanser hastasi disinda bir hastada uzun streli antikoagtlasyon
planladiniz ise, 6 aylik tedaviden sonra azaltilmis dozda apixaban
2x2.5 mgr veya rivaroxaban 1x10 mgr (Antifosfolipid antikor
sendromu, reklrrent VTE, trombofilide veya KTEPH hastalarinda dozu

azaltmayi diisinmeyin!)

e Uzatilmis sureli antikoaglilasyon alan tum hastalarda KCFT, BFT ve
kanama riski belli araliklarla degerlendirin.



* 3 aylik tedaviden sonra hala semptomatik ve V/P dengesizligi olan
hastalar, EKO ve natritretik peptid dizeyi ile degerlendirilerek
PAH/KTEPH merkezine yonlendirilmelidir.
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FIGURE 1 The Coagulation Cascade and Mechanisms of Different Anticoagulants
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