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17 yas kiz hasta

* Sikayet:

— Karin agrisi, hematdari



Hikaye

* Tarafimiza 22.03.2016 tarihinde basvuran hasta 10

glin 6nce dis merkezde normal spontan vajinal yolla
term dogum yapmis.

e Dogum oncesinde herhangi sikintisi olmayan

hastanin, dogum sonrasi 2. gunde siddetli karin
agrisi ve hematurisi baslamis.



Hikaye

* Derince E.A.H.'a basvuran hastanin ¢cekilen batin
BT'de sol renal ven ve VCI?'de trombis saptanmis ve
hasta tarafimiza sevk edilmis.

* Cocuk hematoloiji servisine yatirilan hastanin cekilen
renal USG sinde sol renal ven baslangicindan vena
cava inferiora kadar uzanan trombds izlendi.



« Ozgecmis :
Miadinda 3800 gram NSVY ile dogum
Bilinen hastalik dykusu yok.
Devamli kullandigi ilag yok.



* Soygecmis :
Anne 43 yas, HT, DVT
Baba 45 yas, SS
Anne baba arasinda akrabalik yok

1. cocu
2. cocu
3. cocu
4. cocu
5. cocu

<: dusu
k: disU
<: dusu
K: dusu
K: dusu

K
K
K
K
K

6. cocuk: 21 yas, erkek, sag, alt ekstremitede
vendz tromboz oykuasu, ATl eksikligi

7. cocuk: hastamiz
8. cocuk: dusuk



Fizik Muayene

* Ates: 36,9 °C

* Tansiyon : 110 / 60 mmHg
e Nabiz: 114/dk

* Solunum : 24/dk

* SPO2: %98

* Boy:161 cm (37p)
e Agirlik : 61 kg (67p)



Fizik Muayene

* Genel Durum: lyi-orta, bilinc acik, oryante,
koopere

e Cilt: Turgor-tonusu dogal, mukozalar nemli,
dehidratasyon bulgusu yok.

e Bas-Boyun: Orofarenks dogal, Lap yok

e KVS: Kalp ritmik, S1,52 (+), ek ses yok, Gfirim
yok.

* Solunum Sistemi: dogal, simetrik, ral-ronkus
yok.




Fizik Muayene

 GIS: Yaygin olarak karinda hassasiyet mevcut.
Hepatosplenomegali yok.

* Genitouriner Sistem: Gérinum dogal, haricen kiz.

* NOoromotor Sistem:
» Bilinc acik,oryante ,koopere

»Konusma bozuklugu yok.
> Bilateral 1sik refleksi +/+



Hastanin gonderilen tetkikleri sonucu anti trombin3
eksikligi saptandi.

Hasta warfarin 5 mg/gin ile taburcu edildi.

Warfarinin anne suttine gecmedigi ile ilgili yayinlar bulundu
ve anneye bebegini emzirmesi 6nerildi.

Yeni gebelikten korunma dénerildi. Gebelik donemini AT3
eksikliginde tromboz acisindan riskli oldugu, gebelikte
DMAH kullanimi gerektigi belirtildi. Sigara ve dogum kontrol
hapi kullanmamasi, susuz ve hareketsiz kalmamasi
soylendi.



CL]NICAI_ AND LABORATORY OBSERVATIONS

Homozygous Antithrombin Deficiency in

Adolescents Presenting

With Lower Extremity

Thrombosis and Renal Complications
Two Case Reports From Turkey

Nazan Sarper, MD.* Christelle Orlando, MSc,7 Ugur Demirsoy, MD*
Sema A. Gelen, MD* and Kristin Jochmans, MD, PhD7t

Summary: We present 2 cases of lower extremity deep venous
thrombosis in 2 gypsy adolescents from  related [families.
The patients had low antithrombin activity levels and inherited
homozyeous antithrombin deficiency was confirmed by molecular
analysis {Leul31Phe mutation). Omne patient had a history of
nephrectomy at the age of 9 due to nonfunctioning kidney and
¥ siblings died at 4 months of age. His mother had 3 fetal losses in
the third trimester. The other propositus had an elder sister who
suffered from postparium deep vein thrombosis and pulmonary
embolism. Heterozygous muotation was demonstrated in both
parents.

Key Waords: antithrombin deficiency, thrombosis, hepann-binding
site defects, Leul31Phe mutation

(J Pedintr Hemarof Oncol 2014:36:2190-2192)

CASE REPORTS

In 2001 and 2012, 2 adolescent patients with deep venous
thrombosis (DYT) of lower extremities, confirmed by Doppler
ultraspund imaging, were referred Lo our center. Echocardiography
showed no pathology. Hemoglobin electrophoresis ruled out sickle
cell discase or trait, and coagulation assays were performed.
Cenetic analysis for factor V' Leiden, Prothrombin G202104,
MTHFRCA7TT, MTHFR A1298C. APCO B, and APD E poly-
morphisms were performed by real-time PCR. Because of low AT
activity levels (chromogenic assay STA-Stachrom AT [ Daag-
nostica Stago, France), DMNA samples of the patients and some
of the family members were sent to the University Hospital of
Brussels in Beloium for genctic study of AT penc mutations. In
both index patients, sequencing of all exons and Imiron-exon
unctions of AT gene SERPINCT was performed. The patients were
from related gypsy families living in the north-west of Turkey.



Warfarin Overdose in a Breast-feeding Woman

Danielle Schindler, MD*
Thomas P. Graham, MD"

Supendising Section Edifor: Sean Henderson, MD

* Walley Medical Center, Renton, WhA
t University of California, Los Angeles Schood of Medicine, Los Angeles, CA

Submission history: Submified: Al 8, 2010, Revsion received June 168, 2010; Accepled July 28, 2070
Reprints evalable through open access at hittpdleschol arship o fuc/Leiesm_wesitjem.

We describe a case of a

ca woman with an accidental warfarin overdose resulting
markedly elevated prothrombin time. The breast-fed infant was evaluated and tested for ill effects.
We discuss the use of warfarin while breast-feeding. [West J Emerg Med. 2011,12{2):216-217 ]

ina

W report a case of an accidental warfarin overdose in a
hreastfeeding 40-vear-old worsan. The patient had boen
prescribed warfarin at a dose of five milligrams per day o
treat a pulmonary embolus that was diagnosed shorly after
sl underaent a caesarian section delivery. At the time of
presentation, the patient had heen taking warfann for nearly
twe months. She had origimally been given one-milligram
tablets and instructed to take five tablets daily: However, one
week prior to preseniation, her refill prescription was
dispensed as five-milligram tablets. Unaware of the change,
the patient continued taking five tablets per day, for a total
dose of 25 milligrams daily for seven days. The emor was
realized when she refurned to the pharmacy requesting a refill
after only one week, having completely run out of the
medication.

Lipon presentation, the patiend was asympiomsatic,
Laboratory coagulation profile studies were markedly
abnormmal, with an international morrmalized matio (INR) of
greater than 100 (reference range 2.0-3.0 for standard
anticpagulation, 2 5-3.5 for mechanical valve anticoagulation j,
a prothrombin time (PT) of greater than 10000 scconds (normal
range 9 3-11.2), and an activated partial thromboplastin tirme
{aPTT) of 65,2 seconds {nommal range 25.0-32, 7y, The previous
[ME, checked two weeks prior, was 2.3, Her compdete blood
count showed na anemia; in fact, the hematocnt was skightly
higher than the last measured valwe: two months prior. The
patient was ireated with a single five-milligram dose of oral
vitamin K. Her warfann was withheld for two days, after
which the INR had decreased to 1.5 {subtherapeutic range .

‘Warfarin in therapeutic doses is generally considered safe
in breastfeeding. Littke infonmaton has been published on
warfarin overdose during breastfeeding, whether in an acute

overdose on the patient’s hreast-fed nfant. The patient had
heen breastfeeding dunng the week of warfarin overdose, up
umiil a few hours before presentation. Since hinth, the baby had
been fied almost solely breast milk.

The patient’s eight-week-old infant was brought in o the
emergency department for evaleation and coagulation stedies.
History and examination revealed a healthy-appearing infant,
with no signs or symptoms of bleeding. Coagulation studies
revealed an INR of 1.0, PT of 10.3 seconds, and aPTT of 33,8
seconds. The aPTT was slightly high compared to the
laboratory upper limnit of 324 seconds. However, coagulation
studies performid on the mfant three weeks prior (o the
overdose revealed that the aPTT was 38 9 seconds, alsn
slightly elevated above the laboratory reference range (PT and
[MR were within normal Himits at that time). One week before
the infant’s first aFTT, the mother's [MR was 3.3, and five
days later it was 2.3, Given that warfanin is considered very
safie st standard doses during breass-feeding. it is unlikely that
the infant’s previoosly elevated aPTT was related to the
mother 's warfann use.

Warfarin 15 known io pass the placental harmier during
pregnancy and 1o cause birth defects as well as fietal and
maternal coagulopathy, Fetal warfarin syndromse is
characterized by skeletal abnormalities, mcluding stippling of
haonees, nasal hypoplasia, and other abnormalities. However,
warfarin is considered zafiz in lactation &s it does not pass imio
hreast milk to any mecasurable degree ** This is due 1o several
af 1ts molecular propertics: warfarin is ionic, making it a polar
moleculbe and thus monlipophilic.* Less lipophilic compounds
are unlikely 1o be excreted in breast milk. Additionally,
warfarin is 99% bound to serum proteins, aleo associsted with
mimirmeal transfer o breast milk *



* Warfarin 5 mg/giin kullanan hasta INR takibi
icin geldigi cocuk hematoloji poliklinik
kontrolinde 1.5 aylik hamile oldugu 6grenildi.



Hasta icin oneriniz nedir?



Asagidaki durumlarda Warfarin dikkatle kullaniimalidir:

Gebelik:Warfarin gebelik kategorisi X(teratojenik) olan bir
ilactir. Bu nedenle gebelikte kullanimi dnerilmemektedir. Ilag
dar bir terapotik araliga sahiptir ve gebelik sirasinda kullanimi;
dusuklere, 614 dogumlara, gelisme geriligine, prematuriteye,
konjenital anomalilere ve intrakranial kanamaya neden
olabilmektedir.

Karaciger yetersizligi,

Bobrek yetersizligi,



Klinik izlem

Antitrombin eksikligi (konjenital trombofili) olan hastanin
coumadin (warfarin) kullanirken gebe kaldigindan dolayr medikal

kiiretaj yapilmasi gerekmekteydi. (warfarinin teratojen olmasi
nedeniyle)

Bu nedenle hastanin coumadini kesilerek kisa etkili olmasindan
dolayl enoksaparin sodyum 1x60mg baslandi.

Hastanin pre-op 12. saatte clexani kesildi, post-op en erken 12.
saatte clexane baslanmasi planlanan hastaya kadin dogum a.b.d.
tarafindan d/c yapildi.



Antikoagulanlar

Antikoagulan tedavi, tromboembolik olaylarin tedavisi ve
onlenmesinde oldukca yararhdir.

Ozellikle Gictincti basamak saghk merkezlerinde TE sikhginin cok fazla
olusu antikoaguilan tedavinin 6nemini artirmaktadir.

Tromboz tedavisinde 6ncelikle trombozun artisinin dnlenmesi igin
klasik (unfractionned) heparin (UFH) veya distik molekuler agirhikli
heparin (DMAH) gibi hizli etkili antikoagllanlarin verilmesi
onemlidir.

Warfarin ise yeni trombozlarin gelisiminin 6nlenmesinde
kullanilmaktadir.



Klasik Heparin

*Klasik heparin 6zellikle faktor lla (thrombin), IX, X gibi serin proteinazlari inhibe eden
antitrombini (AT) katalize ederek etkisini gbsteren asidik bir glikozaminoglikandir.

Tablo 1. Sistemik heparin tedavisi uygulama protokolii

|.  Yiikleme dozu*: 75 U/kg iv (10 dakikadan daha uzun sirede
verilmelidir)

Il.  Baslangic devam dozu: 1 yasindan kiiciik cocuklar icin: 28 U/kg/saat
1 yasindan biyuk cocuklar icin: 20 U/kg/saat

Ill.  Heparin dozu aPTT degderi 60-85 saniye olacak sekilde ayarlanmalidir
(Bu dedgerde anti-Faktor Xa dizeyinin 0.3-0.7 arasinda oldugu kabul
edilmektedir).
(ocuklarda aPTT ife takipte her zaman iyi sonuc¢ allnmadigi igin anti
FXa ile takip tercih edilmektedir.
Yeterince heparin verilmesine ragmen aPTT de artme gozlenmezse,
anti-faktor Xa ile takip edilmelidir.

* Yikleme dozu yenidoganda farklidir.



Klasik Heparin

Tablo 2. aPTT dederlerine gdre heparin doz ayarlamasi

aPTT, sn. Bolus, Ulkg Kesme (dakika) Degjisiklik oram % aPTT tekran *
<50 50 0 +10 4 saat sonra
50-59 0 0 +10 4 saat sonra
60-85 0 0 0 Ertesi gln

86-95 0 0 -10 4 saat sonra
96-120 0 30 -10 4 saat sonra
=120 0 60 -15 4 saat sonra

.* Heparin yikleme dozundan 4 saat sonra ve heparin dozunda dedisiklik yapildifjinda her
defazinda 4 saat sonra aPTT veya Anti FXa dizeyine bakilmaldir
\L aPTT diizeyi tedavi edici simriardaysa (60-85 sn) glnlik olarak CBC ve aPTT dizeying
bakilmahdir
iw, Intravendz; aPTT, aktive parsiyel thromboplastin zamani; U, Gnite; kg, kilogram; CBC, tam kan sayimi



Yan Etkiler:

* Heparinin 3 6nemli yan etkisi
* Kanama,
* Osteoporoz

* Heparinin indikledigi trombositopeni (HIT)
cocuklarda eriskinlere gore daha az izlenir.



Klasik Heparin

Tablo 3. Uzun aPTT degeri elde edildiginde heparin etkisinin
ortadan kaldinimasi.

Heparin son dozundan Protamin dozu
sonra gecen sire, dakika mg/100 U heparin
<30 1.0
30-60 0.5-0.75
60-120 0.375-0.5
>120 0.25-0.375

Maksimum doz 50 mg. inﬁ]zynn hizi 10 mg/ml konsantrasyonda olacak sekilde 5
mg/dk’yi gegcmemelidir. Baliga karsi hipersensitivitesi oldugu bilinenlerde, daha dnce
protamin uygulandiginda hipersensitivite gelistirenlerde, protamin iceren instlin aldiktan
sonra hipersensitivite gelistirmis olanlarda hipersensitivite reaksiyonu gelisebilir



Dusuk molekuler agirlikli heparin (DMAH)

 DMAMH; klasik heparin gibi etkisini AT in, trombin ve
faktor (F) Xa tzerindeki inhibe edici etkisini artirarak
gostermistir.

e Klasik heparin FXa ve trombine karsi esit oranda
antikoagulan aktivite gosterdigi halde; DMAH nin
FXa’ya karsi aktivitesi artmis, trombine karsi aktivitesi
azalmistir.



Dusuk molekuler agirlikli heparin (DMAH)

DMAH’in cocuk hastalarda primer profilaksi ve
tedavide, kullanimi artmaktadir.

Avantajlari;

Farmakokinetik 6zellikleri nedeniyle doz ayarlama
gereksiniminin ¢cok az olmasi,

Deri alti uygulanabilirlik (glinde 2 doz),

Diger ilaclar ve diyetle etkilesme gostermemesi (oral
antikoagulanlar etkilenir),

Heparinin neden oldugu trombositopeni (HIT) veya
osteoporoz riskinin UFH’e gore dusuk olmasidir.



Dusuk molekuler agirlikli heparin (DMAH)

Tablo 4. Disik molekil agirhkh heparin tedavisi
uygulama protokolii

Yasa badli enoxaparin (Clexan) dozu

<2 ay >2 ay
Baslangic tedavi dozu 1.5 mg/kg/doz 1 mg/kg/doz
12 saatte bir 12 saatte bir
baslangic proflaktik dozu 0.75 mg/kg/doz 0.5 mg/kg/doz

12 saatte bir 12 saatte bir



Dusuk molekuler agirlikli heparin (DMAH)

* DMAH sadece bobrek yoluyla atildigi icin bobrek
vetmezligi olanlarda UFH tercih edilmelidir.

* DMAH tedavisinde doz ayarlama sadece anti-FXa
calismasinin yapilmasiyla mumkuinddar.

* Profilaktik amacl kullanimda, doz ayarlama
gerekmemektedir.



Dusuk molekuler agirlikli heparin (DMAH)

Tablo 5. Dusiik molekiiler agirikh heparin tedavisinde doz ayarlama

Anti-FXa U/mL  tedaviye ara verme doz degisikligi  antifaktor

Xa tekran
<0.35 - %25 artir 4 saat sonra
0.35-0.49 - %10 artir 4 saat sonra
0.5-1 - - ertesi gin,

bir hafta

sonra, aylik
1.1-1.5 - %20 azalt yeni doz oncesi
1.6-2.0 - %30 azalt yeni doz oncesi

ve 4 saat sonra
=>2.0 anti-FXa 0.5 U/mL %40azalt

yeni doz dncesi, 0.5 U/mL

olana kadar degilse 12 saatte bir



Dusuk molekuler agirlikli heparin (DMAH)

* DMAH’e bagl kanamalarin tedavisinde, genellikle subkutan
injeksiyonun kesilmesi yeterli olmaktadir.

* Spinal hematom riski nedeniyle lomber ponksiyon veya
epidural prosediirler dncesinde en az 2 doz DMAH
atlanmalidir ve mimkunse antifaktor Xa seviyeleri islemden
dnce belirlenmelidir.

* Ancak ¢ok hizl etki isteniyorsa, protamin stlfat kullanilabilir.



Oral antikoagulan(oa)-vitamin k antagonistleri (VKA,
warfarin, coumadin)

* Etkinliklerini vit-K'ya bagimh faktor (F-II, VII, IX ve X)
konsantrasyonlarini azaltarak gosterirler.

e Warfarinin hem antitrombotik hem antikoagulan 6zelligi
bulunmaktadir;

faktor VIl ve protein C’nin aktivitesinin azalmasi nedeniyle
ortaya cikan etkisi tedavinin ilk 24-48. saatinde gorulmekte,

faktor Il aktivitesinin azalmasi nedeniyle ortaya cikan
antitrombotik etkisi 60-72. saate kadar gecikebilmektedir.



Oral antikoagulan(oa)-vitamin k antagonistleri (VKA,
warfarin, coumadin)

e Vitamin K bagimli faktorlerin yari 6miurleri 6-72 saat arasinda
degistigi icin warfarinin etkisinin gorilmesi 1-3 gin sirer.

* Bu nedenle hizli antikoaglilasyon gerektiginde tedaviye klasik
heparin ile baslanmali ve en azindan 3 glin slreyle iki
antikoagulan birlikte verilmelidir.



Oral antikoagulan(oa)-vitamin k antagonistleri (VKA,
warfarin, coumadin)

Oral antikoagulanlar mekanik kalp kapakcigi ve tekrarlayan
tromboemboli durumlarinda yasam boyu kullanilmalidir.

Idiopatik tromboembolizm durumlarinda ise tedaviye 6 ay
devam edilmesi dnerilmektedir.

Oral antikoaglilan doz ayarlamasi oldukca glictir, cuinki
bircok besin K vitamininden zengin oldugu icin PT
degiskenlik gostermektedir.

Diyet, ilaclar ve primer medikal problemler sik izlemi
gerektiren sebeplerdir.



Oral antikoagulan(oa)-vitamin k antagonistleri (VKA,
warfarin, coumadin)

* Anne sitliinde, vitamin K’'nin distik olmasi sebebiyle, anne
sutuyle beslenen bebekler oral antikoagilanlara cok
duyarhdir.

« Ote yandan, total parenteral nutrisyon veya K vitamininden
zengin mamayla beslenen cocuklar oral antikoagtlan tedaviye
direnc gosterebilmektedir.

* INR degeri vendz tromboemboli durumlarinda 2.0-3.0
(ortalama 2.5), prostetik kalp kapakcn olanlarda INR 2.5-3.5

(Ortalama 3.0) arasi tutulmalidir.



Oral antikoagulan(oa)-vitamin k antagonistleri (VKA,
warfarin, coumadin)

Tablo 7. Oral antikoagiilan tedavinin geri dondiiriilmesi (31)

1. Kanama yoksa:
A- Oral antikoagiilamin etkisi hemen ortadan kaldinlmak isteniyorsa, ve hasta tekrar oral antikoagiilan kullanacaksa 0.5-2 mg
SC yada IV K vitamini vapilmalidir.
B- Oral antikoagiilanin etkisi hemen ortadan kaldinlmak isteniyorsa, ve hasta tekrar oral antikoagiilan kullanmayacaksa 2-5
mg mg SC yada IV K vitamini yapilmalidur.
2.  Kanama varsa:
A- Yasamu tehdit etmeyen 6nemli bir kanamaysa 0.5-2 mg K vitamini vapilmali ve ek olarak taze donmus plazma (20cc/kg
IV verilmelidir.
B- Yasamu tehdit eden 6nemli bir kanama varhfinda K vitamini IV 5 mg yavas infiizyonla (10 -20 dk) verilmelidir. Ayrica
protrombin kompleksi verilmesi diisiiniilebilir.




TESEKKURLER...



