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Sorun 1: Acile pulmoner emboli sGphesi ile gelen
hastada ne zaman ileri inceleme yapmaliyim?
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Pulmoner Emboli Dislama Kriterleri
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Simplified diagnostic management of suspected pulmonary @+*.®_
embolism (the YEARS study): a prospective, multicentre, o
cohort study

Tom van der Hulle, Whitney Y Cheung, Stephanie Kooij, Ludo F M Beenen, Thomas van Bemmel, Josien van Es, Laura M Faber,

Germa M Hazelaar, Christian Heringhaus, Herman Hofstee, Marcel M C Hovens, Karin A H Kaasjager, Rick C J van Klink, Marieke | H A Kruip,
Rinske F Loeffen, Albert T A Mairuhu, Saskia Middeldorp, Mathilde Nijkeuter, Liselotte M van der Pol, Suzanne Schol-Gelok, Marije ten Wolde,
Frederikus A Klok, Menno V Huisman, for the YEARS study group™

www.thelancet.com Vol 390 July 15, 2017

Acile pulmoner emboli stiphesiyle basvuran ardisik 3465 hasta calismaya aliniyor, 456 (%13) hastada emboli
saptaniyor.

YEARS kriterlerine gore
1-DVT bulgulari varligi 2- hemoptizi 3-pulmoner emboli en olasi tani olmasi

YEARS kriterinin hicbiri yok + D DIMER <1000, veya
YEARS dan biri veya daha fazlasi var + D DIMER<500 ise emboli dislaniyor



Suspected acute pulmonary embolism

Order D-dimer test and score presence of the three YEARS items:

Clinical signs of deep vein thrombosis

Haemoptysis

Pulmonary embolism the most likely diagnosis
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Pulmonary embolism
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* Pulmoner embolinin dislandigl 2946 hastada 3 aylik takipte 18
hastada emboli saptanmis, %0.61, fatal emboli %0.20

* Bu protokol %14 oraninda kontrastli BT cekilmesini 6nlemis.



JAMA. | Original Investigation

Effect of a Diagnostic Strategy Using an Elevated and Age-Adjusted
D-Dimer Threshold on Thromboembolic Events in Emergency Department
Patients With Suspected Pulmonary Embolism

A Randomized Clinical Trial
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Aranan cevap: PERC Pozitif hastalarda YEARS + yasa gore ayarlanmis D Dimer ile
PE’yi dislayabilir miyiz?



* Protokole uygun 1217 hasta aliniyor,

* Acilde 100 hastada emboli saptaniyor, 3 aylik takipte de calisma
grubunda 1 hastada, kontrol grubunda 5 hastada emboli saptaniyor
(non inferior aralikta)

e Sonucta: Acile basvuran PERC pozitif hastalarda YEARS + yasa gore
ayarlanmis D Dimer degeri kullanilmasi konvansiyonel yontemlere (BT,
v/p sintigrafisine) non inferior ¢cikmistir.



Sorun 2: Pulmoner emboli trombolitik tedavi
ne zaman hangi dozda?

* 32y,

°E

* 5-6 yildir DM, 2 vyildir hipertansiyon

* BFT bozuklugu saptaninca nefrolojiye gonderiliyor
* BUN:23, Kreat:1.5, proteinuri 1,5 gr

* Sag bobrek kicilmus ve parankim kalinhginda artis var, biyopsi amaci
ile nefroloji servisine yatiriliyor

e 2 adet bx alintyor, hemogram dususu yok, taburcu ediliyor.
* 3 gun hastane yatisi var.
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KLINIK BILGI:
FProteinuri (+) BlinenDMM + HT hastalhiklarn mewcut

MAKROSKOP :
HKayitsiz thpte gondearilen 3 adet buwugld 1,2x0,1x0_1 crm, en kgl O 1x0_ 1x0.1 crm olgdlerimde bej renkdi
dokular, 0.3 crm lik ks immunoflorasan icin ayrildl. Kalan 2 parcga 1 kasette takibe alinds.
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Fesitlerde. baobrege ait doku parcalan izlendi. Dokunun Y%E807 koteksten olusmustur. Seri kesitlerde en fazla &
adet glomerdl gordlimektedir. Glomeaerdllerden 2 si tamamen sklerotiktir- Diger 8 glomeaerdlde degisen oranalrada
mezengial matriks artis:) vardir.

A sayrda atrofik tup wvardr. .

Intaerstisyumda hafif siddette iltihabi mononudkleer hdcre infiltrasyono vardir ki glomerdl cevresinda
periglomeruler fibrozis gorulmektedir.

Damar duvarlarinda fibroz intimal kalhinlasma vardir.

Histokimnyasal olarak yvapilan Kongor Red boyas: ile negatf sonug elde edildi.

Histokimnyasal olarak yvapilan PAS ve MT bovalan yukardaki bulgularn destekler niteliktedir.

Yapiulan immanoflorasan cahsmalard a;

C3 ile gomerdl gordlmedi. Boyvanma izlenmedi.

Ig G ile glomerul gorulmedi. Boyanma izlenmedi.

g A ile glomerdl gordalmedi. Boyvanma izlenmedi.

Ig M ile glomeral gorualmedi. Boyanma izlenmedi.

C4 ile glomerul gordalmedi. Boyvanma izlenmedi.

CHg ile glomerdl gordlmedi. Boyvanma izlenmeaedi.

Fappa ile glomerdl goralmedi. Boyvanma izlenmedi.

Lambda ile glomerdl gordlmedi. Boyvanma izlenmeaedi.

TAMNI
DIFFUZ GLOMERULOSKLERDZ, BOBREK IGME BivOPSISI

ARS GOR.SERIFE SECIL BAaRATALI PROF.DR.HULYA Aakiasuirg

Cipl Tescil Mo 155202 Dipl Tescill Mo 76108



* Hasta hastaneden cikip otobls duragina yuriyerek gidiyor,

* Orada nefes darligi ve gégus agrisi gelisiyor,

* Tekrar hastaneye donerek acile basvuruyor,

* Acile basvuruda hastanin Genel durumu orta, takipnesi var,

 Birkac dakika sonra solunumu ylzeyellesiyor ve hasta entlbe ediliyor.
* Sonra kardiyak arrest, CPR ile geri donuyor

* Kontrastli BT cekiliyor

* Bu esnada D Dimer sonucu cikiyor = 190
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Results

Three hundred and fifty two patients were included in 4 centres. Prevalence of PE
was 38.6%. PCP was low in 82 (23.3%), intermediate in 176 (50%) and high in 94
(26.7%) patients. Sensitivity of D-dimer was 96.3% (95% CI: 93-99) and negative
predictive value reached 94.4% (95% CI: 90-99). Five patients with a confirmed PE
had a D-dimer level below 500 ng/ml (two patients with a high PCP). Among 258
patients with low or intermediate PCP, 80 (31%) had a negative D-dimer test result;
three of them had a false negative result and the number needed to test was 3.3.
Among 94 patients with a high PCP, 9 had a negative D-dimer test result; two of

them had a false negative result and the number needed to test was 13.5.

Conclusion

These results confirm that rapid assays used in this study can safely exclude PE in
first-line testing only in non-high CP patients.



Risk factors of venous thromboembolism in focal
segmental glomerulosclerosis with nephrotic
syndrome

Shi-jun Li 7, Yuan-Mao Tu ¢, Chang-sheng Zhou 2, Li-Hua Zhang ¢, Zhi-hong Liu <

Affiliations 4+ expand
PMID: 26220221 DOI: 10.1007/s10157-015-1149-4

Abstract

Background: Venous thromboembolism (WTE) is an important and potentially life-threatening
complication in focal segmental glomerulosclerosis (FSGS). The aim of this study was to investigate
the prevalence and predisposing risk factors of venous thromboembolism in patients with FSGS with
nephrotic syndrome.

Methods: A total of 120 FSGS patients with nephrotic syndrome were enrolled in this study. Venous
thromboembolism was confirmed by contrast-enhanced dual-source computed tomography
angiography or magnetic resonance venography. Potential clinical and laboratory risk factors for VTE
were screened.

Results: Venous thrombosis was demonstrated in 12 (10 %8) Eatients. Venous thrombosis occurred

during the first episode of nephrotic syndrome in 3 patients and during a relapse in 9 patients. Eight
patients had a pulmonary embolism, four had a renal vein thrombosis, three had a lower limb deep
vein thrombosis, one had a cerebral sinovenous thrombosis, and one had a portal vein thrombosis.
The positive predictive value for the D-dimer level was 22.4 9 in the patients with FSGS, and the
negative predictive value for the D-dimer level was 100 2. Of the screened risk factors, higher
hematocrit and relapse of nephrotic syndrome were risk factors for VTE. Other risk factors, such as
proteinuria, hypoalbuminemia, platelet count, fibrinogen level, and antithrombin Il level, were not risk
factors for VTE in patients with FSGS.



* Hastaya hangi dozda trombolitik verilir?
* A- 100 mgr TPA 2 saatte

* B- 50 mgr TPA 2 saatte

 C- 50 mgr TPA 15 dk da

e D- 100 mgr TPA 30 dk da



* Hastaya hangi dozda trombolitik verilir?
* A- 100 mgr TPA 2 saatte

* B- 50 mgr TPA 2 saatte

* C-50 mgr TPA 15 dk da

e D- 100 mgr TPA 30 dk da



* 100 mgr TPA 2 saatte veriliyor
* Hb disusu oluyor

* 2 Unite ES veriliyor

e Tekrar arrest ve exitus oluyor



* PE de trombolitik tedavi ile pulmoner obstriksiyon, pulmoner arter
basincl ve pulmoner vaskller rezisdansta UFH ne gore cok daha hizli

duzelme saglanir.
* |lk 48 saatte en yuksek etkiyi gosterir ama 6-14 giine kadar etkilidir.

* Metaanalizde %9.9 ciddi kanama yaptigl ve %1.7 intrakranial kanama
yaptigi gosterilmistir.

e Yuksek riskli PE hastalarinda Kanit 1B olarak onerilmektedir.



Molecule
rtPA

Streptokinase

Urokinase

Regimen

100 mg over 2 h

0.6 mg/kg over 15 min (maximum dose 50 mg)*

250 000 IU as a loading dose over 30 min, followed by
100 000 IU/h over 1224 h

Accelerated regimen: 1.5 million IUJ over 2 h

4400 IU/kg as a loading dose over 10 min, followed by
4400 U/kg/h over 12—24 h

Accelerated regimen: 3 million IU over 2 h

Contraindications to fibrinolysis

Absolute

History of haemorrhagic stroke or stroke of unknown origin
Ischaemic stroke in previous 6 months

Central nervous system neoplasm

Major rauma, surgery, or head injury in previous 3 weeks
Bleeding diathesis

Active bleeding

Relative

Transient ischaemic attack in previous 6 months

Oral anticoagulation

Pregnancy or first post-partum week

MNon-compressible puncture sites

Traumatic resuscitation

Refractory hypertension (systolic BP =180 mmHg)
Advanced liver disease

Infective endocarditis

= ESC 2019

Active peptic ulcer




Web Table 4 Contraindications to thrombolytic
therapy (adapted from ref. 312)

Absolute contraindications:?

» Haemorrhagic stroke or stroke of unknown origin at any time

* Ischaemic stroke in the preceding 6 months

» Central nervous system damage or neoplasms

= Recent major trauma/surgery/head injury in the preceding 3 weeks
» Gastrointestinal bleeding within the last month

» Known bleeding risk

Relative contraindications

» Transient ischaemic attack in the preceding 6 months

» Oral anticoagulant therapy

* Pregnancy, or within one week postpartum

= MNon-compressible puncture site

= Traumatic resuscitation

* Refractory hypertension (systolic blood pressure =180 mm Hg)
= Advanced liver disease

» Infective endocarditis

= Acrtive peptic ulcer

ESC2014, European Heart Journal




Absolute contraindications:*
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24y

* Erkek hasta

* Hemoptizi, gogls agrisi ve ates sikayeti ile geliyor,
* D Dimer 3860

* Troponin negatif
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* Antibiyotik veriliyor,
 Poliklinik kontrol éneriliyor



e Sabah tekrar poliklinige geliyor,
e Solunum sayisi: 40

* Nabiz:122

* KB:140/70

e SPO2:85

e Tekrar BT






* YBU vyatis,
e Solunum sayis1=48

* Nazal kantlden 4 It/dk dan oksijen alirken sp02:90-91, NIMV ye
alintyor= 40 soluyor

* Troponin +
* Yatak basi EKO yapilamiyor ancak BT de RV/LV orani 1.



* 1- Hasta hangi grupta?



PESI Class Ill to V indicates moderate to
* 21 90 saturasyon alti very high 30-day mortality risk; sPESI

* 31 100 sistolik kan basinci alti 21 point(s) indicate high 30-day
mortality risk.

* 5- Kronik kardiyopulmoner hastalik

* 6- Malignite

e HERBIRI 1 PUAN, HERHANGI BIRININ OLMASI YETERLI

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



2019

Early mortality risk Indicators of risk
Haemodynamic Clinical parameters RV dysfunction on Elevated cardiac
instability? of PE severity and/ TTE or CTPAD troponin levels®

or comorbidity:
PESI class I1I-V or
sPESI >

S L R S I s

Intermediate—low One (or none) positive

©ESC 2019



* 1- Hasta hangi grupta?
* intermediate high
 2- Hastaya tedavi plani ne olmali?
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* 2- Hastaya tedavi plani ne olmali?
* Rehbere gore antikoagutlan



* Takipnesi kirllmamasi nedeniyle trombolitik veriliyor,
* 100 mgr 2 saatte,

* Genel durumu 1 gun sonra duzeliyor,

* Solunum sayisi O2 le 20 lere dlsuyor,

* Takip eden gunlerde servis devri ve tab ediliyor



Intermediate high risk hastalarda trombolitik
verelim mi?

o



The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE w

Fibrinolysis for Patients with Intermediate-
Risk Pulmonary Embolism

Guy Meyer, M.D., Eric Vicaut, M.D., Thierry Danays, M.D., Giancarlo Agnelli, M.D.,

N Engl J Med 2014;370:1402-11.



* Randomize, cift kor, hipotansiyonu olmayan
intermediate yuksek risk hastalarda tenekteplaz+
heparin ile plasebo + heparin tedavisi karsilastiriliyor.

e 1. haftada 6lum, hemodinamik bozukluk ve kanama
oranlari karsilastiriliyor.

* 1005 hasta



Table 3. Efficacy Outcomes.*

Tenecteplase Placebo Odds Ratio
Outcome (N=506) (N=499) (95% Cl) P Value
Primary outcome — no. (%) 13 (2.6) 28 (5.6) 0.44 (0.23-0.87) 0.02
Death from any cause
Hemodynamic decompensation 8 (1.6) 25 (5.0) 0.30 (0.14-0.68) 0.002
Time between randomization and primary 1.54+1.71 1.79£1.60
efficacy outcome — days
Recurrent pulmonary embolism between 1(0.2) 5 (1.0) 0.20 (0.02-1.68) 0.12
randomization and day 7 — no, (%)
Fatal 0 3 (0.6)

Nonfatal 1(0.2) 2 (0.4)



Table 4. Safety Outcomes in the Intention-to-Treat Population.*

Tenecteplase
Outcome (N=506)
no. (%)

Bleeding between randomization and day 7

Major extracranial bleeding 32 (6.3)

Minor bleeding 165 (32.6)

Major bleeding 58 (11.5)
Stroke between randomization and day 7 12 (2.4)

Ischemic stroke 2 (0.4)

Hemorrhagic stroke:: 10 (2.0)

Placebo
(N=499)

— P
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= -

P = O™ [
f— L — L — S

Lo

Odds Ratio
(95% Cl)

5.55 (2.3-13.39)

12.10 (1.57-93.39)

P Value

<0.001

0.003
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Impact of Thrombolytic Therapy
on the Long-Term Outcome of
Intermediate-Risk Pulmonary Embolism

Stavros V. Konstantinides, MD, PuD,*" Eric Vicaut, MD, PuD, Thierry Danays, MD," Cecilia Becattini, MD,®



* 709 hasta
* 1 ay ve 24 aylik sonuclar karsilastiriliyor
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TABLE 4 Findings in Patients With Echocardiographic Long-Term Follow-Up

Tenecteplase Placebo
(N — 144) (N — 146) p Value
Right ventricular end-diastolic diameter 34 (23.6) 22 (15.1) 0.058
=30 mm
Missing data 12 (8.3) 11 (7.5)
Right/left ventricular end-diastolic 34 (23.6) 22 (15.1) 0.834
diameter =0.9
Missing data 12 (8.3) 11 (7.5)
Hypokinesia of the right ventricular free 6 (4.2) 5(3.4) 0.740
wall (any view)
Missing data 4 (2.8) 4 (2.7)
Tricuspid annulus plane systolic 14 (9.7) 7 (4.8) 0.107
excursion reduced
Mean, mm Hg 23.6 + 4.8 23.9 + 3.6
Median, mm Hg 24.0 (20.0-27.0) 24.0 (21.0-26.0) 0.551
Missing data, 19 (13.2) 18 (12.3)
Tricuspid systolic velocity =2.6 m/s 22 (15.3) 27 (18.5) 0.412
Missing data 11 (7.6) 14 (9.6)
Systolic pulmonary artery pressure, mm Hg
Mean 31.6 = 12.3 30.7 = 10.2 0.527
Median 30.0 (24.0-35.0) 30.0 (25.0-35.0)
Missing data 33 (22.9) 39 (26.7)




CONCLUSIONS

In a large, prospective randomized controlled trial of
patients with intermediate- to high-risk PE, throm-
bolytic treatment with tenecteplase did not affect

long-term mortality rates, and it did not appear to

reduce residual dyspnea, functional limitation, or

persisting RV dysfunction, which were mostly mild in

both treatment arms. These results suggest that




rombolitik tedavi dozu ne olmali (tam doz? Yari
doz?)

* B- 50 mgr



Efficacy and Safety of Low Dose
Recombinant Tissue-Type Plasminogen
Activator for the Treatment of Acute
Pulmonary Thromboembolism

A Randomized, Multicenter, Controlled Trial

Chen Wang, MDD, PhD, FCCP: Zhenguo Zhai, MDD, PhD: Yuanhua Yang, MID: Qi Wu, MD.



Background: Optimal dosing of the recombinant tissue-type plasminogen activator (rt-PA) is
important in treating pulmonary thromboembolism (PTE). The aim of this study was to compare
the efficacy and safety of a 50 mg/2 h rt-PA regimen with a 100 mg/2 h rt-PA regimen in patients
with acute PTE.

Methods: A prospective, randomized, multicenter trial was conducted in which 118 patients with
acute PTE and either hemodvyvnamic instability or massive pulmonarv arterv obstruction were
-andomly assioned to receive a treatment regiment of either rt-PA at 50 mg/2 h (n =635) or 100 mg/2 h
(n=2>53). The efficacy was determined by observing the improvements of right ventricular dys-
functions (RVDs) on echocardiograms, lung perfusion defects on ventilation perfusion lung scans,
and pulmonary artery obstructions on CT angiograms. The adverse events, including death,
bleeding, and PTE recurrence, were also evaluated.

Results: Progressive improvements in RVDs, lung perfusion defects, and pulmonary artery
obstructions were found to be similarly ‘iiglliﬁtdllt in both treatment groups. This is true for patients
with either hemodynamic instability or massive pulmonary artery obstruction. Three (6%) patients
in the rt-PA 100 mg/Z. h group and one (2% ) in the rt-PA 50 mg/l h group died as the result of
either PTE or bleeding. Importantly. the 50 mg/2 h rt-PA regimen resulted in less bleeding ten-
dency than the 100 mg/2 h regimen (3% vs 10%). especially in patients with a body weight < 65 kg
(14.8% vs 41.2%, P = .049). No fatal recurrent PTE was found in either group.

Conclusions: Compared with the 100 mg/2 h regimen, the 50 mg/2 h rt-PA regimen exhibits simi-
lar efficacy and perhaps better safety in patients with acute PTE. These findings support the notion
that optimizing rt-PA dosing is w orthwhile when treating patients with PTE.

Trial registration: clinicaltrials.gov; Identifier: NCT00781378 CHEST 2010; 137(2):254-262




Moderate Pulmonary Embolism Treated With Thrombolysis
(from the “MOPETT” Trial)

Mohsen Sharifi, MD*"#*, Curt Bay, PhD". Laura Skrocki, DO", Farnoosh Rahimi, MD?,
and Mahshid Mehdipour, DMD*", “MOPETT" Investigators

The role of low-dose thrombolysis in the reduction of pulmonary artery pressure in
moderate pulmonary embolism (PE) has not been investigated. Because the lungs are very
sensitive to thrombolysis, we postulated that effective and safe thrombolysis might be
achieved by a lower dose of tissue plasminogen activator. The purpose of the present study
was to evaluate the role of this “safe dose™ thrombolysis in the reduction of pulmonary
artery pressure in moderate PE. During a 22-month period, 121 patients with moderate PE
were randomized to receive a “safe dose” of tissue plasminogen activator plus anti-
coagulation (thrombolysis group [T(G], n = 61 patients) or anticoagulation alone (control
Troup [CGI = 60). The primary end pomis consisicd of pulmonary hy pertension and the
composite end point of pulmonary hypertension and recurrent PE at 28 months. Pulmonary
hypertension and the composite end point developed in 9 of 58 patients (169 ) in the TG
and 32 of 56 patients (57%) in the CG (p <0.001) and 9 of 58 patients (16%) in the TG and
35 of 56 patients (63%) in the CG (p <0.001), respectively. The secondary end points were
total mortality, the duration of hospital stay, bleeding at the index hospitalization, recurrent
PE. and the combination of mortality and recurrent PE. The duration of hospitalization was
2.2+ 0.5 days in the TG and 4.9 £ 0.8 days in the CG (p <0.001). The combination of death
plus recurrent PE was 1 (1.6%) in TG and 6 (10%) in the CG (p = 0.0489). No bleeding
-m:currﬂd in any ;g;l'u[:n-u[:h.r and dﬂﬂpltﬂ a pn.s;ltwf: trf:ru:l ln favor of a “safe dose™ th:rumhul}?ms

pressure that was ]T].Ell]]'l'ﬂll'l-E:[l at 28 m-unth.s (o 21]13 Elsevier Inc. All nghts l'-E:EiE:l'VE:ﬂ [ﬁm
J Cardiol 2013:;111:273—277)



Sorun 3: Kanser ve embolide yaklasim ne
olmall

* 1- Ilk 6 ay, warfarin yerine DMAH &nerilir. (Kanit 2aA)

* 2- GIS kanseri olmayan hastalarda DMAH yerine EDOXABAN
kullanilabilir (Kanit 2aB)

* 3- GIS kanseri olmayan hastalarda DMAH yerine RIVAROKSABAN
kullanilabilir (Kanit 2aC)

* 4- Kanser hastalarinda malignitede kir saptanana kadar ya da siiresiz
antikoagulilasyon onerilir (Kanit 2aB)



Sorun 4: Gebelik ve embol;

GEBELIKTE PE SUPHESI

Yiiksek Kklinik olasihk veya orta-diisiik olasihk ve
D-dimer pozitifligi

DMAH ile antikoagiile et

*PA AC grafi 2
*DVT semptomu veya destekleyici isaret varsa
Bilateral proximal kompresyon US

7

| l Proksimal DVT yok

PE icin Spesifik Arastirma
*PAAC normalse =>BTPA veya Perflizyon Sintigrafisi

Proximal a c
* —
DVT present L PAAC anormalse™ => BTPA )
l Negatif l Belirsiz veya pozitif
PE cisla - ‘ PE tanisinda deneyimli

Negatif

\
\

' | '

radyolojist veya nukleer
tip uzmani iledegerlendir

b,

pozitif

~

*Tedavi dozunda DMAH ile devam et -
*PE ciddiyetini ve erken 8liim riskini degerlendir
*Gebelikte PE yonetiminde deneyimli multidisipliner takima danis

*Gebelik, dogum, dogum sonrasi ve gelecekteki bakimin ydnetiminde rehberlik etmesi igin plan saglayi
o
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Pregnancy-Adapted YEARS Algorithm for
Diagnosis of Suspected Pulmonary Embolism

M ENGL ] MED 389;12 ME/M.ORG MARCH 21, 2019

YEARS kriterlerine gore
1-DVT bulgulari varligi 2- hemoptizi 3-pulmoner emboli en olasi tani olmasi

YEARS kriterinin hicbiri yok + D DIMER <1000, veya
YEARS dan biri veya daha fazlasi var + D DIMER<500

510 hasta, ilk basta 20 hastada emboli saptanmis
Kriterlerin disladigi Sadece 1 hastada takipte DVT gelisiyor
Hastalarin farkli trimestere gore %32-65 inde Pulmoner BT anjiografi cekilmesini dnlemis



* Gebelikte PE'’de DMAH tercih edilmelidir ctinkid VKA ve YOAK'larin aksine
plasentayl gecmez, fotal hemoraji ve teratojenik etkisi yoktur.

* Her ne kadar minor transplasental gegis bildirilip yeterli veri mevcut degilse
d(ej.le e.lr.blr allerji veya advers reaksiyon gelisirse fondaparinux tercih
edilebilir.

* Tedavi alan gebede epidural veya spinal anesteziden 24 saat 6nce DMAH
kesilmelidir.

* Yiksek riskli durumlarda, 6rnegin yakin zamanda PE'li hastalarda,
DMAH'nin dogumdan> 36 saate 6nce UFH donustirtlmesi onerilir.

| d

. Antikoag[]lan tedavi docfumdan sonra > 6 hafta ve en az 3 ay tedavi
siresinde uygulanmalidir. Emziren annelere DMAH ve warfarin verilebilir;
YOAK kullanimi tavsiye edilmez.



* Gebelerde yuksek risk veya hayati tehdit eden PE nadirdir.
* Bu durumlarda trombolizis ve embolektomi onerilir (Kanit 2aC).

* Ancak hayati tehdit eden durum disinda trombolitik tedavi peri-
partum kullanilmamalidir.



Sorun 4: Pulmoner tromboembolide tedavi
suresi ne kadar?

* NUks acisindan dusuk riskli, emboli acisindan major risk iceren
durumlarda (30 dakikadan uzun anestezi, hastalik nedeniyle 3 giinden
fazla yataga bagimli yasamak veya kiriklar gelisen travmalarda) 3 aylik
tedavinin yeterli olacagi oneriliyor (Kanit dizeyi IB).

* Major veya geri dondurdulebilir bir risk faktort olmadan gecirilen iki
VTE ataginda sinirsiz suire (indefinite) antikoaguilan oneriliyor (Kanit
duzeyi IB).

e Antifosfolipit sendromu olanlarda WARFARIN ile sinirsiz siire
antikoagulan oneriyor (Kanit duzeyi IB).



Bunlar dusunulltr (considered)

* Sinirsiz sureli antikoagltlasyon nedeni saptanmayan ilk atakta
dusinulebilir (Kanit diizeyi 11aA).

 Sinirsiz sureli antikoagtlasyon antifosfolipid antikor sendromu disinda
kalici risk faktora varsa ilk atakta disinulebilir (Kanit dizeyi 11aC).

* Sinirsiz streli antikoaglilasyon minor gecici veya geri dondurulebilir bir
risk faktoru varsa ilk atakta disundlebilir (Kanit dizeyi 11aC).



Bunlar dusunulltr (considered)

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

anticoagulation*

Aspirin 100 mg od

= §
=131 .

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
ar venous thrombosis in
other locations

20 2.1

16 1.7

57 b.1

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

22 2.3

21 2.2

63 b.7

Principal safety outcome

ajor bleeding (I5TH)




FDA approves low-dose rivaroxaban for long-term

t . Pulmonary Embolism / DVT / VTE ~ Add a Comment

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.V.M.,

Alexander S. Gallus, M.D., Margot Johnson, M.D., Anthony Porcari, Ph.D., Pharm.D., Gary E. Raskob, Ph.D.,
and Jeffrey |. Weitz, M.D., for the AMPLIFY-EXT Investigators™

ELIQUIS® prophylactic dose arm

AMPLIFY-EXT? 2.5md 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® 2.5md 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 effl

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

o bleeding 202 1(0) 405 049 (0.09-264) 025(0.03-224) 193 (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




* Antitombin eksikligi, protein C veya S eksikligi, homozigot faktor V
leiden mutasyonu veya homozigot protrombin G20210A mutasyonu
olan hastalarda ilk atakta da sinirsiz slireli antikoaguilasyona
adaydirlar.

* Heterozigot faktor V leiden mutasyonu veya heterozigot protrombin
G20210A mutasyonu olan hastalarda uzun sireli tedavi icin herhangi
bir kanit bulunmamaktadir.



A l g O ri th m Conturaud et al, French Guidelines. Revue deg Maladies Respiratoires (2021) 38 000 ell?

Konstantinides S et al ESC/ERS guidelines Eur Heart J 2020
CHESTguidelines, July 2021
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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 pug/L while anticoagulated
Obesity with BMI = 30 kg/m"

Older age, ie, = 65 years
Decision Makinege:

Women: 0-1 Discontinue anticoagulation

22 Continue anticoagulation
All men Continue long-term anticoagulation

Rodger MA_ et al. BAMJ. 2017:356:51065.




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




SONUC

* Acile emboli siphesi ile gelen hastalarda
YEARS kriterinin hicbiri yok + D DIMER <1000, veya

YEARS dan biri veya daha fazlasi var + D DIMER<500 ise emboli
dislanir

* Acile emboli suphesi ile gelen PERC + hastalarda YEARS + Yasa gore
ayarlanmis D Dimer emboliyi dislar

* Yuksek riskli pulmoner emboli hastasi kardiyak arrest gibi akut
durumlarda trombolitik dozu 0.6 mg/kg dan 15 dk da olmalidir

* Orta yuksek riski pulmoner emboli hastalarinda yakin takip edilmeli,
gerektiginde 50 mg 2 saatte.



* Gebelikte YEARS+ Ddimer kullanisli

e Uzun sureli antikoaglilasyonda yari doz YOAK disunulebilir

 Tedavi kesilmesinde HERDOQO2 vs KANAMA skorlari kontrol edilmeli
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