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Antikoagulan Tedavi Olarak
Dusuk Molekullu Heparin Ne Zaman,

Ne Kadar Sure Uygulanmahlidir ?

TRSGO Boélgesel Toplantisi
Aydin, Ekim 2017




Genel bilgi

» Pulmoner _elpboli, hastane olumlerinin
ONLENEBILIR en yaygin sebebidir

» Jinekolojik onkolojik major operasyonlarda
pulmoner emboli insidansi %4

Martino MA, Obstet Gynecol, 2006



Tromboprofilaksi yapiimiyor olsaydil...

Patient Group DVT Incidence (%)
Medical patients 10-25
Neurosurgery 15-40
Stroke 11-75
Knee/hip arthroplasty 40-60
Hip fracture 40-60
Major trauma 40-80
Spinal cord injury 60-80
Critical care patients 15-80

Geerts WH, Chest, 2008



40-60 yas arasi kadinlarda VTE riski
n=950.000

Yatan cerrahi hastalar: 1/140

Ayaktan cerrahi olan hastalar: 1/815

Poliklinik hastalari: 1/6200

Sweetland S et al. BMJ 2009



Venoz tromboembolizm gelisimi
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959% Confidence

Risk Factor for DVT or PE Odds Ratio Interval
Hospitalization
With recent surgery 21.72 0.44-49.93
Without recent surgery 98 4.49-14.18
Trauma 12.69 4.06-39.66
Malignant neoplasm
With chemotherapy 6.53 2.11-20.23
Without chemotherapy 4.05 1.93-8.52
Previous central venous 5.55 1.57-19.58
catheter or pacemaker
Previous superficial vein 4.32 1.76-10.61
thrombosis
Neurologic disease with 3.04 1.25-7.38
extremity paresis
[ Varicosc veins
Age 45 yr 4.19 1.56-11.30
Age 60 yr 1.93 1.03-3.61
Age 75 vr 0.88 0.55-1.43
Congestive heart failure
Thromboembolism not 9.64 2.44-38.10
categorized as a cause
of death at postmortem
examination
Thromboembolism 1.36 0.69-2.68

categorized as a cause
of death at postmortem
examination

Adapted from Heit JA, Silverstein MD, Mohr DN, et al. Risk factors for deep

vein thrombosis and pulmonary embolism: A population-based case-control

study. Arch Intern Med. 2000;160:809.




VTE profilaksisi

Farmakolojik Mekanik
» LMWH » Elastik corap
» Fondaparinux » Aralikli pnomatik kompresyon

» LDUH 9
» Warfarin .
» Aspirin |




Farmakolojik tromboprofilaksi

LMWH LDUH

» Daha pahall » Daha ucuz

» Renal yetmezlikte kontrendike » Renal yetmezlikte kullanilabilir
» Yari omru daha uzun » Yari omru kisa, daha sik

» Trombositopeni riski diistik yapiimall

» Trombositopeni riski daha
yuksek

» VTE'yi onlemede benzer etkinlik




Cerrahi risk gruplari

» Cerrahinin kendisi
» Invaziv derecesi, tipi, anestezi siiresi, immobilizasyon
» Hastaya ait faktorler
» lleri yas
» Gecirilmis VTE
» Malignensi, obezite
» Kalitsal ya da edinilmis hiperkoagulabilite
» Medikal komorbiditeler (kardiyak hastalik, enfeksiyon, sepsis,...)



Caprini Risk Degerlendirme Modeli

1 Point
[ ]

2 Points
. ]

3 Points
D

Caprini JA. Am J Surg. 2010

5 Points
D

Age41-60 y Age51-T4y Age=T5y Stroke (<1 mo)

Minor surgery Arthroscopic surgery 1i | - Elective arthroplasty

BMI > 25 kg/m? Major open surgery (> 45 min) Family history of VTE Hip, pelvis, or leg fracture

Swollen legs Laparoscopic surgery Factor V Leiden Acute spinal cord injury
(>45 min) A | (<1 mo)

Varicose veins Malignancy_ Prothrombin 20210A

Pregnancy or postpartum Confined to bed (>72h) Lupus anticoagulant

History of unexplained or recurrent Immobilizing plaster cast Anticardiolipin antibodies

spontaneous abortion

OI' al contr aceptives or hormone
_replacement

Central venous access

Elevated serum homocysteine

Sepsis (<1 mo)

Heparin-induced thrombocytopenia

Serious lung disease, incliuiding
pneumonia (<1 mo)

Other congenital or acquired

thrombophilia

Abnormal pulmonary function

Acute myocardial infarction

Congestive heart failure (< 1 mo)

History of inflammatory bowel disease

Medical patient at bed rest
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D
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3 Points
D

5 Points
D

Age41-60y Agel61-T4y Age=T5y Stroke (<1 mo)

Minor surgery Arthroscopic surgery Hi 7 - Elective arthroplasty

BMI > 25 kg/m? Major open surgery (> 45 min) Family history of VTE Hip, pelvis, or leg fracture

Swollen legs Laparoscopic surgery Factor V Leiden Acute spinal cord injury
(> 45 min) (<1 mo)

Varicose veins Malignancy_ Prothrombin 20210A

Pregnancy or postpartum Confined to bed (>72 h) Lupus anticoagulant

History of unexplained or recurrent Immobilizing plaster cast Anticardiolipin antibodies

spontaneous abortion

Oral contr aceptives or hOl‘ mone
__replacement

Central venous access

Elevated serum homocysteine

Sepsis (<1 mo)

Heparin-induced thrombocytopenia

Serious lung disease, inclAuTiing
pneumonia (< 1 mo)

Other congenital or acquired

thrombophilia

Abnormal pulmonary function

Acute myocardial infarction

Congestive heart failure (< 1 mo)

History of inflammatory bowel disease

Medical patient at bed rest

Kanser cerrahisi = Yuksek risk grubu




Deep Vein Thrombosis (DVT)

Prophylaxis Orders ——
(For use in Elective General Surgery Patients)

Thrombosis Risk Factor Assessment
(Choose all that apply) EX M F VIS

Each Risk Factor Represents 1 Point Each Risk Factor Represents 2 Points

3 Age 41-60 years O Acute myocardial infarction O Age 61-74 years O Central venous access
3 Swollen legs (current) O Congestive heart failure (=1 month) O Arthroscopic surgery O Major surgery (=45 minutes)
[ Varicose veins O Medical patient curmrently at bed rest 3 Malignancy (present or previous)
O Obesity (BMI =25) 3 History of inflammatory bowel disease O Laparoscopic surgery (=45 minutes) Subtotal:
3 Minor surgery planned O History of prior major surgery (=1 month) 3 Patient confined to bed (=72 hours)
3 Sepsis (=1 month) O Abnormal pulmonary function (COPD) 3 Immobilizing plaster cast (<=1 month)
3 Serious Lung disease including pneumaonia (=1 month)
0 Oral contraceptives or hermone replacement therapy O Age 75 years or older O Family History of thrombosis®
O Pregnancy or postpartum (<1 month) Q History of DVT/PE QO Positive Prothrombin 20210A
3 History of unexplainad stillborn infant. recurrent spontanecus O Positive Factor V Leiden O Positive Lupus anticoagulant
abortion (; 3),. premature birth with toxemia or growth-restricted infant O Elevated serum homocysteine
3 Other risk factors Subtotal: O Heparin-induced thrombocytopenia (HIT)
(Do not use heparin or any low molecular weight heparin)
3 Elevated anticardiclipin antibodies

Each Risk Factor Represents 5 Points O Other congenital or acquired thrombophilia Subtotal:
3 Stroke (=1 month) 3 Multiple trauma (=1 month) If yes: Type
[ Elective major lower exiremity arthroplasty * most frequently missed risk factor

3 Hip. pelvis or leg fracture (<=1 month) Subtotal:
O Acute spinal cord injury (paralysis) (=1 month) TOTAL RISK FACTOR SCORE:




Bu model jinekolojik onkolojide

uygulanabilir mi?

journal homepage: www.elsevier.com/locate/ygyno
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Validation of a venous thromboembolism risk assessment model in
gynecologic oncology

William Stroud ?, Jenny M. Whitworth °, Margaret Miklic ¢, Kellie E. Schneider °, Michael A. Finan ?,
Jennifer Scalici ¢, Eddie Reed 2, Lisa Bazzett-Matabele ¢, ]. Michael Straughn Jr. °, Rodney P. Rocconi **

» Jinekolojik onkoloji cerrahisi vakalarinin %92’si
@ yuksek risk grubunda

» VVTE insidansi: 37/1123 (%3.7

* University of South Alabama Mitchell Cancer Institute, Mobile, AL, USA
Y University of Alabama at Birmingham, Birmingham, AL USA

© Ochsner Health System, New Orleans, LA, USA

HIGHLIGHTS

* Risk assessment models can accurately predict patients at risk for venous thromboembolism.
* Risk assessment models can ensure appropriate prophylaxis to prevent venous thromboembolism in gynecologic oncology postoperative patients.

ARTICLE INFO

» %40 cift, %60 tek profilaksi
» VTE geciren tum hastalar, yuksek risk grubunda

ABSTRACT
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Caprini

Gynecologic oncology

Objectives, Gynecologic oncology patients undergoing surgery are at an increased risk for venous
thromboembolism (VTE). We attempted to validate a VTE risk assessment model in gynecologic oncology
patients.

Methods. All gynecologic oncology patients who underwent a laparotomy for the diagnosis or suspicion of
gynecologic malignancy from 2004 to 2010 were included. Demographic, surgicopathologic, and complication
data were collected. VTE was based on the symptomatic diagnosis. Data for the Caprini risk assessment model
(RAM) was used to score and stratify patients on their risk for VTE.

Results. 1123 gynecologic oncology patients were included within this study. Ovarian cancer was the most
common diagnosis (39%) with a median age of 56.1. All patients received SCDs with 40% receiving double
prophylaxis. The overall incidence of VTE was 3.3%, with lower extremity deep venous thrombosis (DVT) n =
17 and pulmonary embolism (PE) n = 20. Complication rates were similar in each group. Based on the Caprini
scoring model 92% of patients scored in the “Highest Risk" category. The Caprini RAM accurately predicted all
37 VTEs, all of which scored in the “Highest Risk" category. The percentage of patients that received double
prophylaxis increased with time from 12% in 2004 to 63% in 2010. Importantly, 25 of the 37 VTEs (68%) did
not receive double prophylaxis.

Conclusions. The use of the Caprini RAM accurately predicted patients at the highest risk of experiencing VTE.
Considering accurate identification of patients allows proper administration of double prophylaxis, we
recommend the use of this scoring model preoperatively in patients undergoing surgery for gynecologic
malignancies.

Caprini risk modeli, jinekolojik onkolojide
uygulanabilir

© 2014 Elsevier Inc. All rights reserved.
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Cok dusuk (Caprini skoru: 0-1)

Dusuk (Caprini skoru: 2)
Orta (Caprini skoru: 3-4)

Yuksek (Caprini skoru: >5)

Yuksek + kanser cerrahisi

Yuksek + heparin kontrendike

Profilaksiye gerek yok

Mekanik profilaksi (aralikli pnomatik kompresyon)

Heparin (LMWH veya LDUH) veya
mekanik profilaksi (aralikli pnomatik kompresyon)

Heparin (LMWH veya LDUH) ve mekanik profilaksi
(elastik corap veya aralikli pndmatik kompresyon)

Heparin ve mekanik profilaksi + 4 hafta LMWH
Fondaparinux (anti FXa) veya aspirin (160 mg)

Ve mekanik profilaksi
Gould MK et al. Chest 2012



Ne zaman verilmeli ?

» Karsilastirmali prospektif calisma yok
» Anesteziden hemen once verilmesi guvenilir
» VTE olgularinin %50’si, postop ilk 2 gun icerisinde

» Trombuslerin %50’si, operasyon odasinda baslamakta
Clarke-Pearson, AJOG, 1984

» Postoperatif 6-12. saatlerde verilmesi onerilir

Corr BR et al. Gynecol Oncol, 2015



Preoperatif donemde verilebilir mi ?

Int J Gynecol Cancer. 2011 Aug;21(6):1131-4. doi: 10.1097/IGC.0b013e31821dc9f0.

Double prophylaxis for deep venous thrombosis in patients with
gynecologic oncology who are undergoing laparotomy: does
preoperative anticoagulation matter?

Whitworth JM1, Schneider KE, Frederick PJ, Finan MA, Reed E, Fauci JM, Straughn JM Jr, Rocconi RP.

Gruplar arasi tani, BMI, yatis siresi benzer

B T T

2/101 (%2) 11/138 (%7.9)
DVT iligkili olum 0 2/138 <0.001
Postop Htc 30.2% 31.4% 0.42
26 14 0.31

Transfuzyon ihtiyaci



Extended prophylaxis with bemiparin for the prevention of

venous thromboembolism after abdominal or pelvic surgery for
cancer: the CANBESURE randomized study

V. V. KAKKAR,* J. L. BALIBREA,t J. MARTINEZ-GONZALEZ}, PAOLO PRANDONI§ and
ON BEHALF OF THE CANBESURE STUDY GROUP'

Gl veya jinekolojik kanser operasyonlari (n=625)

l

1 hafta LMWH

+ 3 hafta LMWH + 3 hafta plasebo

VTE: %1.2 I  VTE: %4.6
Major kanama: %0.6 Major kanama: %0.6

Kakkar VV et al. J Throm Haemost. 2010




Kisa sureli (1 hafta) vs uzun sureli (4 hafta)

profilaksi (LMWH ile)

1 hafta 4 hafta
All-cause mortality 54 per 1,000 60 per 1,000 (36-99)
Follow-up: 3 mo
Nonfatal symptomatic VTE = Low-risk population
Follow-up: 3 mo Qi)per 1,000 @per 1,000 (0-4)
Medium-risk population
(8)per 1,000 (2)per 1,000 (0-6)
o High-risk population _
@ per 1,000 @per 1,000 (1-14)
Major bleeding Low-risk population
Follow-up: 3 mo 12 per 1,000 13 per 1,000 (7-23)

Gould MK et al. Chest 2012
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ASC@® Kanser cerrahisinde

American Society of Clinical Oncology 4 haftalik profilaksi
2013

onerilmektedir

National
Comprehensive

NGO Cancer

®
Network 011



Taburculuk sonrasi profilaksi icin
LMWH vs Aspirin veya Warfarin

AMERICAN COLLEGE OF

Uzatilmis profilakside LMWH onerilmektedir



I e

Dalteparin

Enoxaparin

Tinzaparin

2500 U, 2-4 saat once
veya

5000 U, 10-12 saat once

20 mg, 2-4 saat once
veya

40 mg, 10-12 saat once

ASCO Guideline, 2013

5000 U, postop 10-12.
saatte +
5000 U, 1x1

40 mg, postop 10-12.
saatte +
40 mg, 1x1

175 U/kg, 1x1




» Jinekolojik cerrahi: n=104.368 hasta

g == 11 el » Malignensi: n=11.400
Jinekolojik Onkolojid > "l 87ere =t o

ve Cerrahi Tipine » Endometrium kanseri, n=7100
» Serviks kanseri, n=1020
» \Vulva kanseri, n=200

» Tim hastalar icerisinde DVT: %0.53
2012-2016 arasi ABD Ulusal Data = Malign grupta DVT: %1.8

» Profilaksi ile ilgili bilgi yok (Kilavuzlara

uygun kullaniimis olmasi muhtemel)



















































