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* 67 Yas, E, ciftci, Sariz/Kayseri

e Sikayet: Nefes Darligi, Oksuriik —1 aydir—

* Hikaye: Kronik hastalik oykusu yok
Sigara: 50 p/yil (halen)

Iki ay 6nce sag kolunda istemsiz hareketler olup, intrakranial kitle
dntanisi ile biyopsi alinmis.

Kullandigi ilac: Levetirasetam (keppra), deksametazon (2 aydir aliyor)




* Fizik muayene:

Genel durumu orta-iyi, koopere, oryante
SPO2: 93 (OH) Nabiz: 73

Solunum sistemi ve Kardiyovaskuler sistem muayenesinde anlamli
patoloji gorulmedi.

Hastanin yakin zamanda cekilen dis merkezli Toraks gortntilemesinde
kavite olmasi Gzerine oral antibiyotik verildigi 6grenildi.



Laboratuvar:

WBC: 12990 /uL
Notrofil: 7480 /ulL
Lenfosit: 4610 /ulL

Platelet: 206.000 /puL
Hgb: 13.6 g/dL
BUN / Kreatinin: 21 / 0.96 mg/dL
GFR: 82
Na / K: 141 / 4.34 mmol/L
Ca/P:9.95/2.56 mg/dL
AST / ALT: 15/ 25 u/L
T. Protein / albimin: 6.5/3.6 g/dL
CRP: 19.27 mg/L
Prokalsitonin: 0.04 ng /mL
Sedimentasyon: 53 mm/s






* Hasta bana danisildi, Nekrotizan Pnédmoni? Akciger Absesi?
Malignite? on tanilari ile Gégus Hastaliklari Servisine yatirildi.

* Balgam cikaramayan hastaya bronkoskopi planlandi.



* D-dimer: 8890 ug/L
* Troponin: 19.6 ng/ L
* Pro BNP: 270 pg/ mL

e Burcu hoca®

e CT anjiografi planlaniyor.






PTE de pulmoner enfarktis

Distal pulmoner arterlerin tikanmasi sonucu akciger
parankiminde iskemi, hemoraji ve nihayetinde nekroza
yol acar.

En sik akut pulmoner emboliden kaynaklanir ve insidansi
yaklasik %30 olarak bildirilmistir.

Pulmoner arterin tikanmasini takiben, bronsiyal arterler
pulmoner kapillerlerin birincil perfliizyon kaynagi olarak
devreye girer.

Bronsiyal dolasimdaki nispeten daha yuksek kan basinci,
kapiller kan akisinda artisa neden olarak eritrositlerin
ekstravazasyonuna (alveolar hemoraji) yol acar. Bu
kanama rezorbe olmazsa doku nekrozu ve enfarktis ile
sonuclanir.




Suspected PE in a patient without haemodynamic instability®

Assess clinical probability of PE

Clinical judgement or prediction ruleP
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Yas X10 = Ust Sinir



Simplified diagnostic management of suspected pulmonary @"‘*@
embolism (the YEARS study): a prospective, multicentre, ~=
cohort study

Tom van der Hulle, Whitney ¥ 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 Mairvhu, 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

YEARS kriterlerine gore

1- DVT bulgulari varhgi

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

v

Order D-dimer test and score presence of the three YEARS items:
Clinical signs of deep vein thrombaosis
Haemoptysis
Pulmonary embolism the most likely diagnosis

v v

v

0 YEARS items O YEARS items =1YEARS items =1 YEARS items
D-dimer <1000 ng/mL D-dimer 21000 ng/mL D-dimer <500 ng/mL D-dimer =500 ng/mL
Pulmonary embolism Order CTPA Pulmonary embolism Order CTPA

excluded excluded




D-Dimer thresholds for diagnosis of pulmonary embolism @ ®
based on a single question: is it the most likely diagnosis?
A prospective, multicentre, open-label, single-arm

interventional study

Mélanie Roussel*, Héloise Bannelier*, Soufiane Lebal, Christian Kassasseya, Donia Bouzid, Olivier Peyrony, Aurélien Baud, Anthony Chauvin,
Agathe Beauvais, Nicolas Javaud, Judith Gorlicki, Jennifer Truchot, Pierrick Le Borgne, Richard Chocron, Tabassome Simon, Yonathan Freund

Summary
Background Validated diagnostic strategies for pulmonary embolism allow raising the D-dimer threshold to
1000 ng/mL in selected patients with a low probability of pulmonary embolism, but adherence to this strategy in  published Online
routine practice remains poor. Retrospective studies suggest that these rules could be replaced by a single clinical October21,2025
question as to whether pulmonary embolism is the most likely diagnosis. We aimed to assess the safety of a simplified s//doi0rg/10-1016/

. .. . . $2213-2600(25)00292-9
approach that applies a 1000 ng/mL threshold when pulmonary embolism is unlikely and an age-adjusted threshold see Onlinelc

. . . . . aye . ee Online/Comment

otherwise, including patients at a high probability for pulmonary embolism. https://doi.ora/10.1016/

Coziulmesi gereken sorun, acilde emboliyi dislamak icin cok fazla BT anjio cekiliyor.
Hastalari acilde degerlendirmek icin bir cok klinik skorlama var.

Ancak bu calismada doktora tek bir soru soruluyor: PE en olasi tani mi?

Hayir ise D Dimer esik degeri 1000 ng/mL Bu basit siniflama kullanilirsa
Evet ise Yasa uyarlanan D Dimer ( 50 yas Ustdi i¢in Yas x10) Tani hata orani %0.00

%20-40 arasi Bt anjio isteminde azalma



& 2. Kritik Analiz — Calismanin Getirdigi Yenilikler

* A) "Tek soru” ile pretest probability belirleme

YEARS veya Wells gibi cok maddeli CDR yerine tek bir subjektif soru kullaniliyor:

“Pulmoner emboli en olasi tani mi?”

Avantaj: pratik, hizh
Dezavantaj: subjektiflik, deneyim gereksinimi

— Yazar, Ozellikle deneyimsiz hekimlerde ényarg: ve karar hatalarina acik olabilecegini vurguluyor

(Kahneman'in "heuristic bias” calismalanyla destekliyor). (O ©-dimertnresheids in pumenary.

+ B) Yiiksek olasilikli hastalarda D-dimer kullanilmasi
Bu cok dnemli cunki klasik algoritmalarda:

* Yuksek Wells/YEARS skoru — direkt CTPA
Fakat Roussel calismasi gsteriyor ki:

* Yiksek olasilik grubundaki hastalarin %39'unda D-dimer PE'yi ekarte etmek icin yeterli, CTPA
gerekmiyor.

Bu, yillardir gecerli olan kurali sorgulayan gutclt bir bulgu.

¢ C) Yasa gore D-dimer ayarlamasi (age-adjusted)

=50 yas icin D-dimer esik degeri:
Yas x 10 ng/mL



Suspected PE in a patient without haemodynamic instability®

Assess clinical probability of PE
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Table 8 Classification of pulmonary embolism severity and the risk of early (in-hospital or 30 day) death

Haemodynamic Clinical parameters RV dysfunction on Elevated cardiac
instability? of PE severity and/ TTE or CTPAP troponin levels®
or comorbidity:
PESI class 11l-V or
sPESI =I

SPESI

©ESC 2019



* 5- Kronik kardiyopulmoner hastalik

* 6- Malignite
* HERBIRI 1 PUAN, HERHANGI BIRININ OLMASI YETERLI

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



PATIENT WITH ACUTE PE

"

Anticoagulate

!

HAEMODYNAMIC INSTABILITY?

Yes:
HIGH RISKa.b

CHECK @and ©:

[Distinguish low- from intermediate-risk PEP

@ CLINICAL SIGNS OF PE SEVERITY,
OR SERIOUS COMORBIDITY?

> PESI Class -1V or sPESI zIc
> Alternatively: 2| Hestia criterion of PE
severity or comorbidity fulfilledd

® RV DYSFUNCTION
ON TTE OR CTPA?e

@ or ® present

~
[ Perform troponin testf )

Troponin positive +
RV dysfunction:
INTERMEDATE-HIGH
RISKb

Reperfusion
treatment

haemodynamic
support

Troponin negative:

b

HOSPITALIZE

LOW RISKP

Neither @ nor @ present: l

No other reasons for
hospitalization?9

Family or social support?9
Easy access to medical care?

zl not true

Yes, all true

EARLY DISCHARGE
HOME TREATMENT




e Bilateral alt ekstremite venoz do

femoral ven ayrica sol popliteal v
e Hastaya Enoksaparin 2x 0.6 IU ba

Rebiyopsi yapiliyor

KLINIK BILGI:
SAG FROMTAL KITLE

MAKROSKOPI:

Kayitsiz kapta gdnderilen biydgi 1x0,1x0,1 em kigigl 0,3x0,1x0.1 cm dlgllerinde 6 adet dokularin
tamami 1,2,2 kasette takibe alindi.fs/ sd

MIKROSKOPI:

Kesitlerde klclk pargalar halinde ndroglial doku drnegi gorilmustir. Normal histolojiden belirgin selller ve
belirign vaskller artis gosteren dokuda GFAP ile yaygin pozitif boyanma gorlldi.CD 34 ile kapiller artis
gorillmis olup endotelyal proliferasyon sinirh ve slipheli izlenmistir. Dokuda belirgin CD163 pozitif
mikroglialar mevcuttur.Bu lezyonda IDH1 pozitif, ATRX kaybi yok ve P53 minimal %5 oraninda
degerlendirilmistir KI67 proliferasyon indeksi %10 civarindadir, ancak bu artigin mikroglialara bagl
olabilecegi de disUndlmistir. H3K27M ile zayif, stipheli bir boyanma goérilmusgtir.Bulgular astrositik
neoplazmi desteklemektedir.Dereceleme ve tiplendirme agisindan muhtemel 6meklemeye bagl olarak
daha ileriye gidilememistir.

TANI (ICD-O kodlan)
ASTROSITIK NEOPLAZM, SAG FRONTAL BOLGE, STEREOTAKTIK BIYOPSISI

Neoplazm lehine bulgu izlenmemistir.

TANI (ICD-O kodlan)
REAKTIF DEGISIKLIKLER GOSTEREN NOROGLIAL DOKU, SOL TALAMIK BOLGE,
VARIOGUIDE BIYOPSI MATERYALI




Figure 1. Algorithm for the treatment of cancer-associated venous thromboembolism.

*Other factors to consider:

* Patient preference

* Body weight (<50 kg or >150kg)

« Significant upper gastro-intestinal surgery
or adsorption defects

Cancer patient with symptomatic or incidental VTE

|

*Does the patient have:

- . * High risk of bleeding? -
* Unresected Gl or GU cancer?
* Drug-drug interactions with DOACs

YES | NO

l l

LMWH preferred** DOAC preferred

Reassess periodically if there are changes in management or patient condition

!

** Apixaban could be an alternative to LMWH but:

» Not recommended in patients with primary
or metastatic brain cancer or acute leukemia

» Not recommended in patients with
unresected Gl or GU cancer or undergone
upper gastro-intestinal surgery

]

Are cancer still active? - YES
1
NO
'
Consider stopping anticoagulation

@ESC

European Society
of Cardiology

DOAC: direct oral anticoagulants; Gl: gastrointestinal; GU: genitourinary; LMWH: low-molecular-weight heparin;

VTE: venous thromboembolism



Kanser iliskili VTE tedavisinde;

* Bireysellestirilmis tedavi (ila¢ etkilesimi, kanama riski)
* Monoterapi (kombine antitrombotiklerdense)
* Insidental VTE, niiks riski nedeniyle tedavi edilmesi

» 3-6 ay tedavi, ancak aktif kanser oldugu siirece tedaviye devam
edilmesi



Qutcomes

Major bleeding, %

Recurremt VTE, %

All causes mortality, %

Meyer 2002 (CANTHANOX)

Lee 2003 (CLOT)

ONCENOX 2006

CATCH 2015

SELECT-D 2018

Raskob 2018

(HOKUSAI VTE Cancer)

ADAM VTE 2020

Enoxaparin (n=71)
Warfarin (n=75)
Dalteparin (n=338)
VKA (n=338)
Enoxaparin (n=36)
Warfarin (n=34)
Tinzaparin (n=449)
Warfarin (n=451)
Rivaroxaban (n=203)
Dalteparin (n=203)
Edoxaban (n=522)
Dalteparin (n=524)
Apixaban (n=150)
Dalteparin (n=150)

3m: 7%
3Im: 16%
6%
4%
1.1%
2.9%
2.7%
2.4%
6%
4%
6.9%
4%
0%
1.4%

4%
1%
7.9%

11.3%
0.7%
6.3%

%
38.7%
38.5%
40.2%
".7%
32.4%
33.4%
30.6%

25%

30%
39.5%
36.6%"

16%

1%

CARAVAGGIO trial 2020 Apixaban (n=576) 3.8% 5.6% 23.4%

Dalteparin (n=576)

4%

7.9%

26.4%



Kanser Hastalarinda Azaltilmis Dozla Uzun
Sureli Tedavi

e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 APRIL 10, 2025 VOL. 392 NO. 14

Extended Reduced-Dose Apixaban for Cancer-Associated
Venous Thromboembolism

|. Mahé,** M. Carrier,® D. Mayeur,%” ). Chidiac,! E. Vicaut,2® N. Falvo,*® O. Sanchez,>*1° C. Grange,*!!

M. Monreal,'#!* ). Lépez-Nufiez,'#131* 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,*313435 P, Girard,*3¢ L. Bertoletti,*33*35 and S. Laporte,*3%3! for the API-CAT Investigators

ABSTRACT




e Apixaban 2.5 mg 2x1 ile, 5 mgr 2x1 karsilastiriliyor.

* En az 6 ay DMAH-DOAK-Warfarin alan hastalar calismaya aliniyor.
* NUks VTE birincil sonlanim noktasi olarak belirlenmis.

* 1766 hasta calismaya alinmis.



Reduced-Dose Full-Dose Treatment
Apixaban Apixaban Effect
QOutcome (N=2866) (N=9500) (95% Cl) P Value

number (percent)

Primary efficacy outcome: recurrent venous thromboembolismT 18 (2.1) 24 (2.8) 0.76 (0.41-1.41) 0.001

Recurrent symptomatic venous thromboembolism 17 (2.0) 18 (2.1) 0.97 (0.50-1.88) —
Lower-limb deep-vein thrombosisi: 8 (0.9) 6 (0.7) —
Pulmonary embolism 9 (1.1) 10 (1.2) —
Fatal pulmonary embolism 0 0 —
Unexplained sudden death( 3 (0.4) 2 (0.3) —
Upper-limb deep-vein thrombosis 1(0.1) 3 (0.4) —
Central venous catheter—related thrombosis 1 (0.1) 2 (0.2) —
Incidental venous thromboembolism¥ 1(0.1) 6 (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 84 (10.0) 107 (12.3) 0.79 (0.59-1.05)




* Bu calisma sunlari gostermektedir:

» Aktif kanserli hastalarda tekrarlayan ven6z tromboembolizmin
dnlenmesinde, dusuk doz apixaban ile uzun sureli antikoagulasyon,
tam doz apixaban ile karsilastirildiginda daha diistik etkili degildir.

* Disuk doz, tam doza kiyasla klinik olarak anlamh kanama
komplikasyonlarinin daha dusuk insidansina yol agcmistir.



Apixaban for Cancer-Associated Blood Clots:
Finding the Right Balance

Full Dose

Reduced Dose is (5.0 mg)

Equally Effective
for Prevention

The 2.5 mg dose was proven
noninferior to the full 5.0 mg dose.

Reduced Dose is
Significantly Safer

It led to a statistically lower incidence of
clinically relevant bleeding complications.

Recurrent 1 2 -1 %

i (0] Clinically Relevant
//‘ 2 1% ' 2F:"8Dose/o Bleeding
2.9%

4.3%

Major Bleeding Full Dose (5.0 mg)

(5.0 mg)

A NotebookLM



3 aylik DMAH tedavisi sonrasi kontrol BT




PTE tedavisi sonrasi tromboembolinin ortadan kalktigini
gostermek icin goruntileme yontemleri (BT anjiyografi veya
\//P sintigrafisi gibi) yapilmali midir?



DIAGMNOSIES OF ACUTE PE

Anticoagulate

v

Ii FOLLOW-UP AT 3—6 MONTHS® j

'

Yes Dyspnoea and/or functonal limitationb? jl

No
¥

=1 present

i T TE: }i may consider TTE [

ASSESS:
Risk factors for CTEPHA

. Determine probability of PH= |~ T T T T T
|

¥ v b

Loy Intermediate High

|

None COMNSIDER: =1

Fresent | 1) Elevated NT-proBNP present

2) Risk factors for CTEPHA ™

3) Abnormal CTPET resultse
b o

L L

i

e

Sealk .;fﬂtmm . - Mo VIQ SCAME:
causas O epnoca Mismatched perfusion defects?

common causas of PH

A l_ Yas

Refer to PH/CTEPH expert

centre for further diagnostic
work-up

Mone
presont

Focus on antlcoagulaton
and secondary prophylaxis;
advise to return If

BESC 119



Table I3 Risk factors and predisposing conditions for chronic thromboembolic pulmonary hypertensiun'm 449

Findings related to the acute PE event Concomitant chronic diseases and conditions predisposing to

(obtained at PE diagnosis) CTEPH (documented at PE diagnosis or at 36 month follow-up)
r DVT

pulmenary arterial thrombi on CTP

Previous episode Ventriculo-atrial shunts

Infected chronic i.v. lines or pacemakers

Echocardiographic signs of PH/RV dysfunction’ History of splenectomy
CTPA findings suggestive of pre-existing chronic Thrombophilic disorders, particularty antiphospholipid antibody syndrome and
thromboembolic disease” high coagulation factor VIl levels

Non-O blood group

Hypothyroidism treated with thyroid hormones

Myeloproliferative disorders

Inflammatory bowel disease

Chronic osteomyelitis

S ESC 2012



Vaka 2

* 18 yas, E, Nevsehir, Ogrenci
* Horlama nedeniyle KBB muayenesi olan hastanin, burunda yara ve
CRP yuksekligi olmasi Gzerine hastaya sefuroksim aksetil baslanmis.

* Hasta antibiyotik alirken evde dkstrmekle birlikte agizdan kan gelme
sikayeti ile Nevsehir DH Acil servise basvurmus. Hastanin 5-6 kere taze
kirmizi, toplamda 1 fincan kadar hemoptizisi olmus.



* Hasta hipoksemisi de olmasi Gizerine Anestezi YBU ye yatirilarak,
ampirik antibiyoterapi ve metilprednizolon 100 mg verilmis. Hastanin
takibinde solunum sikintisi artmasi ve high flow ihtiyaci olmasi tzerine
ayni gin ERUTF GHYBU ne kabul edildi.

* Sikayet: Agizdan 6kslirmekle kan gelmesi, nefes darligi ve ¢arpinti

» Ozgecmis: Cocuklugunda VSD kapatiimasl

Kronik hastalik yok, sigara veya herhangi bir aliskanligi yok



* Fizik muayene:

Genel durumu orta-kotl, GKS:15, dispneik
SS: sag orta-alt zonda yer yer ral+,
KVS: ritmik, tasikardik Nbz: 110 /dk

Diger sistem muayenelerinde anlamli patoloji izlenmedi



Laboratuvar:
WBC: 17090 /puL
Notrofil: 15660 - Lenfosit: 1020 /ulL
Platelet: 50.000 /L
Hgb: 15.1 g/dL
BUN / Kreatinin: 13.9 / 0.84 mg/dL
GFR: 127
Na /K: 142 / 4.36 mmol/L
Ca/P:9.23/2.7mg/dL
AST / ALT: 22 / 62 u/L
t. Bil / d. Bil : 0.57 / 0.23 mg/dL
T. Protein / albimin: 7.4 / 4.5 g/dL
CRP: 73.8 mg/L
Prokalsitonin: 0.07 ng /mL
Sedimentasyon: 53 mm/s
Pro-BNP: 411 pg/mL,
troponin: 30 ng/L
D-dimer: 2860 ug/L
TiT: Kan:25 I6kosit: 100 pH: 6.5.
eritrosit: 10, nitrit:-
idrar mikroprotein/kreatinin: 47 / 265
mg/dL




www.BANDICAM.com




* Hasta trombositopeni? nedeni ile Hematolojiye konsulte edildi.

» Periferik yayma 50.000 /uL ile uyumlu, atipik hticre yok

» Batin USG: Karaciger normal boyutlarda, diizgin konturlu (Grade 2
steatoz) , dalak normal, diger organlarda da patolojik bulguya
rastlanmadi.

» Seroloji istendi.

Kardiyoloijye konsulte edildi. EF: 65, normal eko bulgulari, ek oneri
olmadi.




* Hastanin yasinin genc olmasi, gelisinde hemoptizi, alveolar hemoraji
(high flow ihtiyaci), mikroskobik hematiiri olmasi nedeniyle vaskulit?
dncelendi.

* 3 glin pulse steroid (1 gr /glin) ve ampirik antibiyoterapi verildi.
* Hastanin hemoptizisi geriledi, oksijen ihtiyaci azaldi, klinigi toparladi.
* CRP negatiflesti.



4. GUn kontrol PAAC



Olgu 2 =Seroloji

* BETA-2
* ACA-Ig
* Anti-fofa
 ANA IFA
* Anti-ds
* ANCA: n




* Taburculugu planlanan hastanin Platelet seviyesi 40-80.000 civarinda
seyretti. Bu strecte varis corabi disinda profilaktik antikoagilan tedavi
verilmed.i.

* Yatisinin 6. giinlinde siddetli gbogus agrisi ve tasikardi gelisti.









» Hastaya Enoksaparin 2x0.8 IU /kg baslandi. Giinlik platelet sayisi (tam
kan) ve hemoptizi takibi yapildi.

* Alt Ekstremite Vendz doppler USG: Acik izlendi.

* Yeni EKO: MY YOK , DEGERLENDIRILEBILDIGI KADARIYLA 1 TY IZLENDI
PAB OLCULEMEDI, SAG CAP 4,7 -4,8, MINIMAL D BULGUSU+ SEPTAL
BOUNCE+ MCCONEL-



 DMAH tedavisinin 3. glini trombosit sayisi 33.000 /uL e geriled.i.
e Aktif kanama bulgusu izlenmedi.

* DMAH ---- Fondaparinux 1x7.5 mg SC baslandi.
+ Es zamanli vitamin K antagonisti



Chemotherapy-
induced
Thrombocytopenia
20-25% in patients
with solid tumours
High risk agents:
Platin-based,

Gemcitabine,
Temozolomide

venous

(VTE)

VTE + Thrombocytopenia
Risk of recurrent VTE
Risk of bleeding

Anticoagulation

Platelet count

>50 G/L 25-50 G/L

Cancer-associated

thromboembolism

Annual rate: 0.52%6-20%

High risk tumours:
Pancreatic, gastric,
glioblastoma, genitourinary

—————————————r—————————————————— _— . S S S S S S SEa S e S

<25 G/L

Risk-stratified anticoagulation:

Full dose GRS

anticoagulation:

High risk of thrombus progression / VTE
LMWH / DOAC

recurrence (i.e. acute phase?® +
symptomatic PE and/or proximal DVT):
Full dose LMWH + platelet
transfusion (target: 40-50 G/L)

Consider underlying
risk of bleeding

Low risk of thrombus progression / VTE
recurrence (i.e. subacute / chronic
phase?; distal DVT, isolated subsegmental
PE, CRT):

Half- / prophylactic dose LMWH

Consider decreasing
platelet counts after
following cycles of
chemotherapy

Hold
anticoagulation

Thrombosis Research,
2021, March, 38-42



JOURMAL ARTICLE

The efficacy and safety of direct oral anticoagulants
in the treatment of the acute phase of heparin-

induced thrombocytopenia: A systematic review

Cooper Sadowski, PharmD, Justin P Reinert, PharmD, MBA, BCCCP =

American Journal of Health-Systerm Pharmacy, Volume 81, Issue 19, 1 October 2024, Pages
e584—-e593, https://doi.org/10.1093/ajhp/zxael09
Published: 23 April 2024 Article history

* En ¢ok kullanilan DOAK (28 hasta) rivaroksaban iken, bunu
apixaban (7 hasta) ve dabigatran (1 hasta) takip etti. Bir hastada
derin ven trombozu gelisti ve bagka yeni veya tekrarlayan tromboz

gorulmedi. Hi¢gbir hastada klinik olarak anlamli advers olay
bildiriimedi.

« Argatroban ve bivalirudin intravenoz inflUzyon gerektirir ve yakin
aPTT takibi ve doz ayarlamasi gerektirir. Fondaparinux enjeksiyon
gerektirir ve vucut agirligr <50 kg olanlarda kontrendikedir. DOAK'lar,
akut faz HIT tedavisinde oral tedavi icin yeni bir secenek sunacak ve
minimum takip ve tutarli dozlama stratejilerine olanak taniyacaktir.
Bu nedenle, DOAK'lar HIT'nin akut fazinin tedavisi icin ilgi ¢cekici
bir secenektir.



* Hasta, SLE ve AFAS tanilariyla Romatoloji béliminde takip
edilmektedir.

* Plaguenil, mikofenolat mofetil, metilprednizolon ve varfarin
kullanmaktadir.



"x AFT ACR/EULAR ANTIPHOSPHOLIPID SYNDROME CRITERIA PRESENTED AT #ACF »

CLINICAL DOMAINS

ENTRY CRITERION

= 1 documented clinical criterion + = 1 positive aPL test

VENOUS THROMBOEMBOLISM

. With high VTE risk profile 1
. Without VTE high risk profile 3
ARTERIAL THROMBOSIS

. With a high CVD profile 2
. Without a high CVD profile 4
MICROVASCULAR INVOLVEMENT*

. Suspected 2
. Established 5
OBSTETRIC

. 2 3 consecutive losses (<10w) and/or fetal death (<16w) 1
. Fetal death (216w <34w) without PEC/PI with severe features 1
. Severe PEC or severe Pl (<34w) 3
. Severe PEC and severe Pl (<34w) 4
CARDIAC VALVE

. Thickening 2
. Vegetation a

THROMBOCYTOPENIA (lowest 20-130G/L)

m LABORATORY DOMAINS (aPL)

LUPUS ANTICOAGULANT (LA) POSITIVITY
* Onetime
* Persistent 5

[

Anti-cardiolipin (aCL) / anti-BP2GP1 positivity**

* IgM only : moderate-high for aCL and/or anti-B2GP1 1
* Presence of IgG
* moderate positivity for aCL and/or anti-B2GP1 4
* high posivitity for aCL OR anti-B2GFP1 5
« high positivity for aCL AND anti-B2GP1 7

Only count the highest weighted criterion within each domain
Do not count if there is an equally or more likely explanation than APS

**aPlL titers (by ELISA): moderate titer => 40-79U; high titer => 2 80U

Classify as APS if 2 3 points from clinical criteria AND 2 3 points from aPL domain

Adapted by @Lupusreference from #ACR22 session 135150 (Erkan et al.)

The 2023 ACR/EULAR APS classification criteria, Arthiritis Rheumatol, 2023 Oct;75(10):1687-1702
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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.




TABLE 11 Categorization of risk factors for venous thromboembolism based on the risk of recurrence over the long-term

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 [358].
Intermediate |

Oral anticoagulant treatment with a VKA for an indefinite period is recommended for
patients with antiphospholipid antibody syndrome [359].

Nun-maugnant pEf’SIS[EI'II rsK raciors - |nTLammat0ry DOWEL aisedse
+ Active autoimmune disease

No identifiable risk factor




Tedavi Suresi

* Provoke olmayan
* Genetik risk faktord olmayan
* Ek risk faktori olmayan



Presse Med 53 (2024) 104245
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Quarterly Medical Review - Venous thromboembolic disease: a tribute to Professor Guy Meyer

Duration of anticoagulation of venous thromboembolism @ CrossMark

Francis Couturaud®™“*, Nicolas Meneveau®*, Marie Antoinette Sevestre',
Pierre-Emmanuel Morange?, David Jimenez™"



/,

VTE

Not Provoked by a
Major Transient Risk Factor

¥

15t Unprovoked VTE + AT or APLS

Or Recurrent Unprovoked VTE

Provoked by a
Major Transient Risk Factor

Surgery, Trauma, Immobilisation,
Pregnancy, Estrogen-containing pill

Persistent Risk Factor

Active Cancer

Yes No
P _.___-'---5!;
5 Men Women E
= (| Women HERDOOZ 22 (HERDOOZ =1/ <50 v.) E
j= No Minor Transient Minor Transient Risk <
E Risk Factors Factor =
= PE DVT g
8 - :
o [ Bleeding Risk o
wal 4+
o Patient's preference
o Residual PE?
| u?! | Predictive Scores?
Indefinite +Indefinite 3.6 Months
Full-dose Low-dose

Recommendation

w

2 6 Months and while the
Disease is Active or under
Treatment




Extended treatment of venous thromboembolism with N ()
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 Bertoletti, oOoa
Jéréme Connault, Ygal Benhamou, Joél Constans, Thomas Quemeneur, Frangois-Xavier Lapébie, Gilles Pernod, Gaél Picart, Antoine Elias, bl
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 Danquy 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, for the RENOVE Investigators™

Summary
Background In patients with venous thromboembolism at high risk of recurrence for whom extended treatment with
ee Comment page 676

direct oral anticoagulants has been indicated, the optimal dose is unknown. We aimed to assess efficacy and safety of

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 2-5)



Supplementary methods

Enrolment criteria

Inclusion criteria

. Patients age =18 years

. Patients with indications for long-term anticoagulation after venous thromboembolism (VTE) (1e.
symptomatic pulmonary embolism [PE] or proximal deep vein thrombosis [DVT]) initially treated during 6
(—15 days) to 24 months (+3 months):

Patients with multiple episodes of VTE. or

Patients with a first episode of unprovoked™ VTE

Patients with VTE associated with persistent risk factort, or

Patients for whom clinicians feel that indefinite anticoagulation is warranted}

Social security affiliation.

*VTE is defined as unprovoled if VTE occurred in the absence of major reversible risk factors. such as surgery.
trawma of lower limb. prolonged immmobilisation in the past three months, oestrogen-containing contraceptive
pill or hormonal replacement therapy. pregnancy or delivery from less than 3 months and in the absence of
persistent risk factors (see below).

TPersistent risk factors (notr exhaustive list):
- chronic inflammatory diseases (eg. chronic inflammatory bowel diseases. theumatoid arthritis. etc.).
- persistent or permanent immeobilisation (eg. neurological diseases. or other cause).
- major thrombophilia such as: confirmed protein C. S or antithrombin deficiencies. combined
thrombophilia. homozygous Factor V Leiden or homozygous prothrombin gene variant.
- hormonal treatment (eg. for breast and prostate cancer) or other prothrombotic treatment for cancer
resolved for more than 6 months before inclusion.

{Particular situations such as PE at high-risk of death at the acute phase. ilio-vena cava DVT. familial history of
fatal PE.



Exclusion criteria

Known allergy to rivaroxaban and apixaban. allergy to any of the excipients

Indication for therapeutic dose anticoagulant therapy

Unable or refusal to give informed consent

Isolated distal DVT

HERDOO?2 score = 1

Indication for anticoagulation other than DVT or PE (eg. atrial fibrillation., mechanical valves)
Treatment with investigational drug in the past 1 month except for patients benefiting from an anticoagulant
at therapeutic doses for the initial pathology

Interruption of anticoagulation for 14 days or more before the inclusion

Chronic liver disease or chronic hepatitis

Patient considered at high risk of bleeding (eg. previous gastrointestinal tract bleeding in the past three
months. uncontrolled hypertension. etc.)

Renal insufficiency with creatinine <25 mL per min on Cockcroft and Gault formula
Antiphospholipid syndrome

Dual antiplatelet therapy or aspirin at dosage =100 mg per day

Concomitant use of a strong inhibitor of cytochrome P-450 3A4 (CYP3A4) (eg, a protease inhibitor for
human immunodeficiency virus infection or azole-antimycotic drugs ketoconazole. itraconazole.
voriconazole, posaconazole) or a CYP3A4 inducer (eg. rifampin. carbamazepine. or phenytoin)
Active cancer of less than 6 months

Active pregnancy or expected pregnancy

No effective contraception in women of childbearing age

Life expectancy less than 12 months



» Hastalar, tedavi siresince (dahil edilmelerinden calisma sonuna kadar)
ya azaltilmis dozda apixaban (glinde iki kez 2,5 mg) veya rivaroxaban
(glinde bir kez 10 mg) ya da tam dozda apixaban (gtinde iki kez 5 mg)
veya rivaroxaban (glinde bir kez 20 mg) ile oral tedavi aldilar.

 Randomizasyondan sonra medyan takip siiresi 37,1 aydi (IQR 24,0-
48,3).

e 2768 hasta calismaya dahil edildi.



Open randomized trial, with
blind evaluation (PROBE)

Reduced dose of DOAC (mean 24 months)
(apixaban 2.5 mg BID or rivaroxaban 10 mg OD)

2200 VTE at
high risk of
recurrence

6-24 months of
anticoagulation

Full dose of DOAC (mean 24 months)
(apixaban 5 mg BID or rivaroxaban 20 mg OD)

DOAC, direct oral anticoagulant; OD, once daily; R, randomisation; VTE, venous thromboembolism.



Reduced-dose group
(n=1383)

Full-dose group (n=1385)

Hazard ratio (95% Cl)  pvalue

Primary outcome
Symptomatic recurrent venous thromboembolism
Symptomatic recurrent pulmonary embolism
Fatal pulmonary embolisml|
Symptomatic non-fatal pulmonary embolism
Symptomatic proximal deep vein thrombosis
Key secondary outcomes

Clinically relevant non-major bleeding and major

bleeding
Major bleeding
Fatal bleeding
Non-fatal bleeding

Clinically relevant non-major bleeding

19 (22% [11-3:3))*

11 (1:5% [0-5-2-4])§
3(0:3%[0-0-0-6])
8 (1:2%[0-3-2-1))
9 (1-1% [0-2-2:1])S

96 (9:9% [77-121))

15 (2:1% [0-7-3:5])**
2(0-5% [0-0-1-2])

84 (3-6%[6-6-107])

15 (1-8% [0-8-27))1
13 (1.5% [0-7-2-4])9

3(0:3%[0-0-07])
11 (1:3% [0-5-2-1))
2(0-2%[0-0-0-6])

154 (15-2% [12-8-17-6])

38 (4:0%[2.7-53) 1

3(0-2% [0-0-0-5))
35(3-8% [2:5-51])

118 (11-5% [9:3-13-6])

Net clinical benefit (symptomatic recurrent venous
thromboembolism, or major bleeding, or clinically
relevant non-major bleeding)

(
(
13 (17%[0-5-29))
(
(

113 (11-8% [9-4-14-3])

1:32(0-67-2:60) ‘ 0231 ‘

0-61(0-48-0.79)

040 (0-22-072)

0-70(0-53-0-93)

166 (16:5% [14:0-19-0])

067 (0-53-0-86)




e Uzun sureli antikoagulasyon gerektiren venoz tromboemboli
hastalarinda, dogrudan oral antikoaglilan dozunun azaltilmasi, non-
inferiority kriterlerini karsilamamistir.

* Ancak, her iki gruptaki dustk tekrarlama oranlari ve dozun
azaltilmasiyla klinik olarak anlamli kanamalarin 6nemli dl¢lide
azalmasi, bu rejimi bir secenek olarak destekleyebilir.



VTE Tedavisinde Doz Se¢imi: RENOVE Calismasinin Ana Bulgulari

RENOVE klinik galigmasinin temel sonuglarini 6zetleyerek, vendz tromboembolizm (VTE) niiks riski yiiksek hastalarda
uzun siireli antikoagiilan tedavisinde diisiik doz ile tam doz arasindaki etkinlik ve giivenlik dengesini gostermek.

Etkinlik Karsilastirmasi: Pihti Tekrarlama Riski 5-ylar VTE rekrarlama orani
Dusuk doz, pihtilasmayi 6nlemede
tam doza denkligini kanitlayamadi. . 1.8%

Ancak, her iki grupta da pihti tekrarlama oranlari (19/1583 Olay) W (15 /1386 Olay)
beklenenden ¢ok diisiik bulundu.

Dusiik Doz Tam Doz

5 yillik kanama orani

9.9%  RIW

(96 /1383 Olay) (154 / 1385 Olay)

Giivenlik Karsilastirmasi: Kanama Riski

Diisuk doz, kanama riskini
anlamli dl¢ude azaltti.

Major veya klinik olarak anlamli

kanama olaylarinda %39'luk bir
risk azalmasi sagladi.

Disiik Doz Tam Doz

Genel Sonug: Risk-Fayda Dengesi
Net klinik fayda duisiik doz lehineydi.

Pihti, kanama ve 6liim birlesik sonuglari degerlendirildiginde
diisiik doz daha avantajlydi.

¢6 Diisiik doz, VTE tedavisinde onemli bir secenek
olabilir. Diigiik pihti riski ve belirgin sekilde
daha az kanama avantaji sunmaktadir. 97

A\ NotebookLM



'.) Check for updates

CLINICAL GUIDELINES @® blood advances

American Society of Hematology 2023 guidelines for management
of venous thromboembolism: thrombophilia testing

Saskia Middeldorp,’ Robby Nieuwlaat,”* Lisa Baumann Kreuziger,* Michiel Coppens,®® Damon Houghton,” Andra H. James,”

Eddy Lang,'” Stephan Moll,"* Tarra Myers,'® Meha Bhatt,” Chatree Chai-Adisaksopha,’® Luis E. Colunga-Lozano,"* Samer G. Karam,**
Yuan Zhang,1r2 Wojtek Wiercioch, ** Holger J. Schiinemann,”*'® and Alfonso lorio®
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@ . ASH CLINICAL PRACTICE GUIDELINES
- VENOUS THROMBOEMBOLISM (VTE)

Summary of Thrombophilia Testing Strategy for Patients with VTE

Base Risk of VTE
Recurrence
(1t year)

Unprovoked High (10%)
Unusual Site Intermediate

(2.7%-3.8%)
Provoked

(non-surgical)

Intermediate (5%)

Provoked
(surgical)

Low (1%)

Treatment
Risk for

Major
Bleeding

0.5-1.5%

Recommended Strategy
for Thrombophilia Testing

Do Not Test (indefinite anticoagulation in all)

Do Not Test (indefinite anticoagulation in all)

OR

Test (indefinite anticoagulant therapy in patients
with thrombophilia)

Test (indefinite anticoagulant therapy in patients
with thrombophilia)

Do Not Test (primary short-term anticoagulation
in all)

Intermediate Risk of
recurrent thrombosis:
Testing can tip the balance
towards indefinite
anticoagulation
(thrombophilia positive
recurrent VTE risk >
bleeding risk)

High or Low Risk of
recurrent thrombosis:
Testing does not cross
treatment thresholds (i.e.
for unprovoked VTE,
recurrent VTE risk > bleeding
risk regardless of
thrombophilia test results)
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Common Types of Thrombophilial—3

Mild Thrombophilia*t Strong Thrombophilia*T
Heterozygous factor V Leiden (FWL) Homozygous FWVL
Heterozygous factor Il G202104A Homozygous factor Il G202104A

(Prothrombim Gene Mutation -PTGM)

Antithrombin deficiency

Protein C defhiciency

Protein S deficiency

Antiphospholipid syndrome (APS)

Combined heterozygous FVL and
heterozygous factor Il G20210A thrombophilias

It i1s important to consider the relative and absolute Increase In risk associated with thrombophilia
testing. For example, the risk of first episode of VTE in the general population is about 1.1 000
per year. Heterozygosity for factor V Leiden increases this risk by —~5-fold to 51000 per year.
Factor ¥V Leiden and PTGM are mild risk factors for recurrent WVTE (odds ratio —1.3). Natural

anbicoagulant deficiencies are infrequent and usually associated w/strong family history.

* Strong and mild refer to the relative increase 1N the nsk of recurrent VTE w/o anticoagulation.
1t Presence of a thrombophilia generally should not impact decisions regarding anticoagulation
type or duration, with the exception of high-nsk anmntiphospholipid syndrome (APS; see APS

guidance on opposite page).
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