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 Nadir kanama bozuklugu olan hastalar arasinda klinigi en
kotu seyredenler agir FX eksikligi olanlardir.

* FX eksikliginde kanamaya yatkinlik degisken olmakia
birlikte hastalar burun kanamasi, menoraji, gobek
kordonundan kanama, merkezi sinir sistemi kanamalari,
eklem ve kas i¢ci kanamalari tablolari ile prezente
olabilmekte @~ ya da tamamen  asemptomatik
kalabilmektedir.
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CALISMANIN AMACI

FX eksikligi saptanan hastalarin klinik ve

laboratuar sonuclarini gozden gecirmektir.



GEREC - YONTEM

Calismamizda, 2015- 2019 yillann arasinda Gaziantep
Universitesi Tip Fakiiltesi Pediatrik Hematoloji- Onkoloji
bilim dalinda FX eksikligi tanisiyla takip edilen 10
hastanin dosyalari retrospektif olarak incelendi.
Hastalarin demografik ozellikleri, tani anindaki ilk
sikayetleri, aile oykuleri, protrombin zamani (PT), parsiyel
tromboplastin zamani (aPTT) ve INR degerleri ve klinik

izlem sonugclari kaydedildi.



BULGULAR- |

Hastalarin yedisi (%70) kiz, ucu (%30) erkek, tani aninda yas

ortalamasi 8,1 ay idi.

Calismada yer alan tum hastalarin ebeveynleri akraba olup hastalarin
altis1 kendi aralarinda kardes idi ve hasta olan iki kardes kanamaya
bagh yedi aylikken olen kardes oykulerinden dolayr semptomu

olmadan dogum sonrasi kontrollerinde tani aldh.

Hastalarin ikisinde (%20) burun kanamasi, ikisinde (%20)
gastrointestinal sistem (GIS) kanamasi, birinde (%10) kan alinmasini
takiben ciltten durmayan kanama, birinde (%10) alinda ekimoz, birinde
(%10) gobek kordonundan kanama ve birinde (%10) intrakranyal

kanama tani aninda bildirilen kanama yerleri idi.



BULGULAR- I

Calismada tum hastalarin PT, aPTT , INR degerleri uzundu ve sadece
bir (%10) hastada FX duzeyi %6 olup diger tum olgularda %1 olarak
tespit edildi.

Hastalarin ucunde (%30) intrakranyal kanama, ugtinde (%30) mukozal
(burun, dis eti) kanama, ikisinde (%20) menstruel kanama, ikisinde
(%20) eklem i¢i kanama komplikasyon olarak karsimiza ¢ikti ve bu
komplikasyonlari esnasinda hastalara Fll, FVII, FIX ve FX iceren faktor

kompleksleri uygulandi.



OLGULARIN KLINIK VE HEMATOLOJIK BULGULARI

Yas Cins Basvuru Yakinmasi Akraba aPTT FX Hasta kardes
(ay) Evliligi (sn) (sn) (%)

Burun kanamasi 85,8 9,7 108,8
BZS 11 E Alinda morluk + 77,4 10,59 65,6 1 1)
AA 21 E GiS kanamasi + 200 1 - 138,6 1 %
RNY 1 K Kardes 6ykiisii nedeni ile + 129,5 11,3 95,5 1 +
tarama
FY 1 K Kardes oykiisii nedeni ile + 138 11,78 91,1 1 +
tarama
OFE 3 E intrakranyal kanama + 69,2 5,05 57,9 1 %)
MR 24 K Burun kanamasi + 24,2 2,14 32,1 0,9 +
MUR 6 E GIS kanamasi + 205,3 32,92 125,4 6 +
SK 1 K Kan alimini takiben ciltten + 158,7 14,76 69,5 1 +

durmayan kanama

ZK 1 K Gobek kanamasi + 68,7 5,67 449 1 +



OLGULARA TEDAVI YAKLA$IMLARI

(ay)

Adet kanamasi Kanama doneminde:
*Oral Fe (+2) preparati
*Oral traneksamid asid
*Fll, FVII, FIX ve FX i¢eren faktér kompleksleri/ TDP

BZS 11 E Burun ve dis eti kanamalan Kanama déneminde:
*Fll, FVII, FIX ve FX iceren faktor kompleksleri/ TDP

AA 21 E Dis eti kanamasi Kanama déneminde:
*Oral traneksamid asid
*Fll, FVII, FIX ve FX i¢eren faktér kompleksleri/ TDP

RNY 1 K Tekrarlayan intrakraniyal kanamalar Proflaksi (haftalik):
*Fll, FVII, FIX ve FX i¢eren faktor kompleksleri

FY 1 K Tekrarlayan intrakraniyal kanamalar Proflaksi (haftalik):
*Fll, FVII, FIX ve FX igeren faktor kompleksleri

OFE 3 E Diz ve ayak bileginde hemartoz, burun kanamasi Proflaksi (haftalik):
*Fll, FVII, FIX ve FX igeren faktor kompleksleri

MR 24 K Adet kanamasi Kanama doneminde:
*Oral Fe (+2) preparati
*Oral traneksamid asid
*Fll, FVII, FIX ve FX i¢eren faktér kompleksleri/ TDP

MUR 6 E Burun kanamasi Kanama doneminde:
*Oral Fe (+2) preparati
*Oral traneksamid asid
*Fll, FVII, FIX ve FX i¢eren faktér kompleksleri/ TDP

SK 1 K Sol kalga ekleminde hemartoz Proflaksi (haftalik):
*Fll, FVII, FIX ve FX i¢eren faktor kompleksleri
ZK 1 K intrakraniyal kanama Proflaksi (haftalik):

*Fll, FVII, FIX ve FX i¢eren faktor kompleksleri



SONUC- |

 Kilinigimizde kayith 169 tane faktor eksikligi hastasi mevcut olup
77 olgu FVIII eksikligi, 21 olgu FIX eksikligi, 20 olgu VWF eksikligi,
19 olgu FVII eksikligi, 12 olgu FI eksikligi, 10 olgu FX eksikligi, 1
olgu kombine FIX- FXI eksikligi, 2 olgu FXI eksikligi, 1 olgu FXII
eksikligi, 1 olgu FV eksikligi ve 3 olgu da FXIll eksikligi tanilari ile
takip edilmektedir (nadir gorulen ~%29, bunlarin ~%20’ si FX).

« Calismamizda olgularimizin ¢ogunlugunda agir FX eksikligi
mevcuttu. En sik basvuru nedeni burun kanamasi ve GIS
kanamasi idi. U¢ olgumuzda izlem sirasinda santral sistemi

kanamasi izlendi.



SONUG- I

 Pihtilagma surecinde ortak yolun ilk enzimi olan FX' un eksikligi,
otozomal resesif gecisli nadir bir kanama bozuklugudur. Bu
sebeple ebeveyni akraba olan, kanamaya bagl kardes olum

oykusu bulunan olgularda mutlaka akilda bulundurulmalidir.

* Ayrica burun kanamasi, menoraji, gobek kordonundan kanama,
merkezi sinir sistemi kanamalari, eklem ve kas i¢i kanamalari
izlenen hastalarda, operasyon oncesi rutin tetkiklerde saptanan
PT, aPTT, INR degerleri uzamisg olgular mutlaka FX eksikligi

acisindan tetkik edilmelidir.



Cocukluk Caginda Ender Goriilen Pihtilasma
Faktor Eksiklikleri Saptanan Ondort Vakanin

Degerlendirilmesi

Cocukink Caginda Ender Gorfilernn Prlialasmma Fakicor
Eksiklikieri Saptamnarn Onddrt Valkarmn Degerlerndirilinesy

Mustafa Tft*{:fl_rnnrg': Kanama bozulkiuguna vel apan ender pihfilasia TAR s
Sultan ECE]fa.iTél'.r' elsiklikleri foplurmnda 1500, 000-2 000, OO0 orarnirda
’ gorillmeftedirier. Kilinik olarak asemptormatik olabildikieri
g2ibi epistfaksis, ekirmoz, Rematom, mukozal veyva intrafoani-
vl Tanarma bulgudlarivia basvurabilirler. Bu oalismarnin
armact ender gdriifen prhfilasmea fafdtar eXsikligi saptanan

v' 2002- 2008 yillar arasinda

v’ Dicle Universitesi Cocuk Hematolojisi Unitesi

v’ 14/ 292 — %4,7 ender faktor eksikligi

v" %57 kiz, %43 erkek

v FX %50, FVII %29, FV %14, FXII %1

v" Akraba evliligi %64

v FX eksikligi olan 2/7 olguda intrakraniyal kanama

rac o L = = N = o i 31-’-.._. LAFE FiLa e £ FX L e
crrerrlidin.

Analhirar Kelimeler: Ender fakidr efksikligi, cocuk, afvmaba

eviiligi Cocuk Dergisi 8(3):183-1586, 2008



Tablo 1. Vakalarm klinik ve hematolojik bulgular.

Hasta Yag Cins Bagvoru yakmmas Akraba PTZ INR aPTT Faktir V(%) Fakfir VI (%) Fabtir X (%) Difer (falbir Eomplikssyon
No  (aF) evliliFi  (sm) (=) (N 50-150) (M 50-129 VIO, X KT (%)
(N 50-150)
1 108 E Disetikanaman ekmoz - 124 104 128 i4 N
2 30 E Buumlonamas, slkmoz 42 5 e N
Driset, ME W 1@ ') N
- 52 47 93 N N
Fan abmia sorras karcmanm nmm simesi, - M5 36 175 ) N
- 5 4 o8 ') N
Emmeme, inleme, umm siren sobelk = 42 26 5 ) N
K 42 2 463 ')
9 6 E 25 14 o3 N
0 & E Eamaz + A 2 k] N 185
11 5 K Eanzlms sonmam kanemarmn uom stmesi i 13 484 N X3
12 & K Bunmloramas, ekimoz _ 663 53 3l N 14
13 60 K Digetilaneman ekimoz - 146 25 113 N 33
14 6 E Operasvon dnces oo tedoklerde - 137 2 a3 ') N
omalhak

Cocuk Dergisi 8(3):183-186, 2008



v' 1992- 2007 yillan arasinda

v Ahmedabad/ Hindistan

v" T olgu erken ¢ocukluk doneminde (6 ay- 18 yas) semptomatik,
1 olgu 18 yasina kadar asemptomatik

v" 4/8 olgunun faktor seviyeleri dlgiilebilmi Table 1 Patient complaints

Sites Patients (%)
Saptanm|§ Joint (Knee, shoulder, ankle) 3(37.5)
v" 1 olguda FIX eksikligi birlikteligi varmig k" 223)

CNS N25)
v 3 olguda coklu transfiizyon gerektiren t .. 1(12.5)
. . Muscle (Gluteal) 1{12.5)
izlenmis .

Umhilical cord 1(12.5)
v" 2 olguda intrakraniyal kanama Scalp 1(12.5)

5 ) Gl tract 1{12.5)

v" 1 olguda dogumda umblikal kord kanan ;. .. ... 12.5)
v Mortalite )] Hematuria 1(12.5)

Crum 1(12.5)

v" Proflaksi @

Indian J. Hematol . Blood Transfus 244(1):23-25



Nadir Faktor Eksikliklerinde

Merkezi Simir Sisterm1 Kanamalar

Tablo 1. Faktir eksikliklerine gire hastalarimzin dagllmu.

Faktiirler Fibrinojen FII FV F VII F X\FXI F XIII
Hasta sayisi 10 1 5 2
% 92 09 45 IID 1 fr 5 18

Tablo 2. Ender bir faktir eksikligi olgularimmzin kanama
semptomlarmm sikhgi.

Kanama bilgesi Tiim olgular (%% )

Cilt, yumusak doku 608

Eklem 2277

AB7 ici 212

Epistaksis 174

MSS 128
Mide-bagirsak 006

Menoraji 18

Hematiin 18
Hemotoraks 034

Tablo 3. MSS kanamalarimn nadir faktor eksikliklerine gire

daglhm]

Kanama Fibrinojen FII FV FVII/FX\FXI FXIII
bijlgesi T e % T | % | % e

o \w)

MSS 125 20

Tablo 4. MSS kanamasi olan hastalarin F:C diizeyleri.

Faktir F:C% <5 F:C % 5-3 F:C % = 30
FI 1
FV 1
E : 4
1€CX 4 -

Tablo 5. Bagvuru yaslarina gore MSS kanamalarimn dagilim.

Faktir <3ay 3-12 ay 1 vas - 5 vas
Fibrinojen |
F VII = ]
3 1 B
FV 1
Hepsi 10 3

JOPP Derg 3(1):22-26, 2011



Original Articles

Clinical Profile of Patients with Rare Inherited Coagulation Disorders: A
Retrospective Analysis of 67 Patients from Northern India

the absence or reduced

v 2005- 20011 yillari arasinda : type and magnitude of
rited coagulation factor

. . . . 105¢ reported in other

v" Yeni Delhi/ Hindistan ent of Hematology, All
vely from 2005 to 2011.

v" 67 hasta PT), activated partial

ubility test in 5 M urea.
v PT based. Results: Male
K. E —> 2 1 reding was at 6 months

. 1 hospital was 9 vears

H . ~ - 1T X (43%0), followed by

v llk epizod yasi : 6 ay (dogum- 20 yas) ap betwern the tnitin
‘tiary care hospital for

v' Hastaneye bagvuru yasi: 9 yas (2 ay- 54 yag) : these rare coagulation
n in Iranian and North
v FX %43, FXIIl %27, FVII %10

Mediterr ] Hematol Infect Dis 2012; 4; Open Joumal System



Table 2. Clinical profile of our patients with rare mherited coagulation disorders compared with Iranian and North Amernican population.

d;‘;ii;_ Percentage of patients (Hemar r]:f::it;iui:‘:f:?.elma foma) AMuco-cutaneous bleed CINS bleed TUmbilical cord bleed
Iran leﬂnh P_IE:;I_H I North Present I Merth Present I Nearth Prasent I Nearth Prasent
n=750 . u]f'fgfa ;r_u IE-ET': z Amenica study Ten Amenica study =0 America study A America study
FI 11% 10%% 10.44% 54T 26% 42 8% T2% 40% 28.5% 10%% 5% 0 85% - 57.1%
FV T4 12 9% 5.97% 26%29% 3% 0% 5T 3% T5% 6% 8% 25% 3% - 0
FvVI 3%% 46% 10.44% 20%10% 18% 570G £5% T0% 28 6% 15% 3% 0 0 - 0
— [ —
FX 10%% 11.9% 43 28% 60%66% 7% 27 4% 2% 45% 82% 9% 15% 13% 28%
4—/
F X1 13% 8.3% 26.86% 55% 580G T iy S pa g Bl o 3% 10% 44% Ti% 22% 44%

Mediterr ] Hematol Infect Dis 2012; 4; Open Joumal System
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Rare Coagulation Disorders: A Retrospective
Analysis of 156 Patients in Turkey

Nadir Koaoiilasvon Rozukluklavi: Tiirkive'deki 156 Olounun

v 12 merkez

v" Ocak 1999- Haziran 2009
156 hasta

v" En sik FVII eksikligi
v' 53 hasta (% 34)

v'FX eksikligi
v'23 olgu (%14,7)

v" 4 hastada intrakranyal kanama (%17)

atuvar degerleri ve

ymitesi tarafindan
leri topland.

zda en sik goriilen
~.7) olarak dagilim
> burun kanamasi,

ri ise taze donmus
nadir koagiilasyon
inin dasinitllmesi

natol 2012; 29: 48-54




Table 2: Comparison of the 3 Most Common RCDs (FVIL, FV, and FX Dcﬁcimry(\
Table 3: Distribution of Intracranial Bleeding

-
FVII

Age at diagnosis (mon 203*% | AD
Ecchymosis (%) 01+ NS
Hemarthrosis (%) 03** NS
Hematoma (%) 002 ** NS
Epistaxis (%) 04 NS
Subconjunctival bleed 039** | NS
FXIII e W X 7 -4
Family history (%) NS NS
Consanguinity (%) FXII 1(16%) =L NS NS
On demand treatment NS NS
Prophylaxs (%) Fil - - o1t | NS
Mortality (%) All patients 24 5/19 N5 NS
*NS: not significant; **P < 0
| . Exitus rate in ICC %20.8 .
TCH;intracranial haemorr hagia, weombinant factor VI,

Cryopres; Cryopresipitate, GE;(

Turk J Hematol 2012; 29: 48-54




ORIGINAL ARTICLE

Coagulation factor activity and clinical bleeding severity in rare

bleeding disorders: results from the European Network of Rare
Bleeding Disorders

on factoractivity level and clinical
v’ 2007- 2010 y|IIar| arasinda gen, factor (F) X, FXIII, and
. . . iencies. A weaker association was
v" 11 lilkeden 13 tedavi merkezi kayltlarl iencies. There was no association
ctivity level and clinical bleeding
v T ay ve 95 ya§|arl arasinda (Ol't 31 ya§) ion factor activity levels that were
n asymptomatic were: fibrinogen,
v  K=E "dL™'; combined FV + VIII,
L™ FX, 56 UdL™; FXI,
v Kanama siddeti ve faktor iligkisi bakiimig . Moreover, coagulation factor
ed with Grade III bleeding were:
v Fl, FX, FXIIl ve kombine FV- FVIIl - giiglii fbrinogen, FV - and FXIIL
CFV + VIII; = 8 UdL™ for
. e AT TT ATl Fer
v' FV ve FVIl - zayif FX; and <23 UdL " for
1 heterogensous association be-
ivity level and clinical bleeding
v FXI - g trong association isonly observed

N - defiaencies.

*** EX i¢in bu seviye < 10U/dI casnee

coagulant activity, phenotype,

Jovrnal of Thrombosis and Haemostasis, 10: 615-621



Table 3 Linear regression analysis of coagulation factor actvity and clinical bleeding seventy®

Factor activity for ~ Factor activity for  Factor actiity ~ Factor activity

asymptomatic (irade | for Grade [1 for Grade 11
patients bleeding bleeding bleeding
Factor deficency Beta (95% (1) (95% C1) (95% C1) (05% CI) (5% C1)

Fibrinogen, mg dL™ (n = 26) <402 (-$424t0-2619) 11340 (2280-20401) 7319 (0-16414)  3297(0-1639)  0(0-9061)
FV. UdL™ (n = %0) S0 (-1074t0-109)  T194(0-BT) S O-2TT)  001(0-127) 0(0-18.53)
FV A VILUAL™ (0= 18) =952 (-1507t0-396) 4338 (2490-61.86) 3387 (1571-52.00) M35 (487-4382)  14.83(0-3698)
FVIL U d! (= 203 0:21.11)
@ ) —]545{7]fa‘ltn-‘;”‘i} 5591{‘%@%311} mfm{]a%wn ‘Jim{uiﬂ‘l} .55 (0-34.60
FXLU AL =13 S S RSSO0 B.00 (003-40.97)
FXULUAL (n=33) 1422 (-1818 to-1026) 3107(1083-5131) 1685(0-3703)  263(0-571) 0 (0-1087)

C1, confidence interval. Coagulation factor activity was considered the dependent variable (¥) and clinical bleeding severity was considered the

independent variable (X). * Adjusted for age at data collection, sex, and center where diagnosis was made. We also wed a regression model taking
family dependence into account (93 out of 489 individuals had a relative n the database and 396 were unrelated to anyone else) and this only led to
trivial changes in the confidence intervals.

Jovrnal of Thrombosis and Haemostasis, 10: 615-621



Original Article

Clinical and Applied
Thrombosis’Hemosasis

Congenital Factor Deficiencies in Children: 2018 Vol 24(6) 01907

) The Author(s) 2017
A Renort of a Sincle-Center Fynerience DOL 10.1177/10760296177 31536

journals.sagepub.com/home’ cat

®SAGE

. v 1990- 2015 yillar arasinda
{ blood. A total of 481 patients
\ between 1990 and 2015, were
! ‘/ 481 0|gu ophilia B, 57 (11.8%) were von
" re of the patientsat the time of

. L T ' 7 th 31.3
, v 252 olgu nadir faktor eksikligi Si0 248 years). One hundred
1 by family histories, 65 (54.6%)
1 . . . C inity rate for th
v KE—>1:3,2 lia A, 7 were hemophila B, 13
) 25 in the treatment of patients

Js lead to significant diagnostic

: ‘/ Tanl ya§| : 4!1 ay (2 ay- 20!4 ya§) eeded with the hope that can
v FX%T5

congenital factor deficiencies, prophylaxis, treatment

Clinical and Applied Thrombosis/Hemostasis 24{6)



Table 5. Distribution of Patients Receiving Prophylaxis.

Frimary Secondary
Prophylaxis, Prophylaxis,
n (%) n (%)
Hemophilias and vWD (n = 229)
Hemophilia A 10 (4.3) 48 (20.9)
Hemophilia B — 7 (3)
vwWD — 2 (0.8)
Total |0 (4.3) 57 (24.8)
Rare bleeding disorders (n — 252)
Fibrinogen deficiency — 3 (1.1)
FV deficiency — | {0.3)
FVIl deficiency 5 (1.9)
@eﬂcien:}r — 4 {ID
Total B0 T3 (5.1)

Abbreviations: F, factor; wWD, von YWilebrand disease.

Clinical and Applied Thrombosis/Hemostasis 24{6)






