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Ates, bogaz agrisi, tum vucutta agri

Ates ( 10 gundur, gece-gunduz farki yok, usume-
titreme ile)

Amoksisilin-klavulonik asit ve sefiksim kullanmis
Atese eslik eden kas ve eklem agrilari, bulanti

1 ay once sol diz, sag el ve sol el bileklerinde agri
icin FTR ve dahiliyede tetkik edilmis.

Romatoloji plk gorulmus, ates nedeniyle plk
yonlendirilmis.

Ozgecmis: 2 yil 6nce bruselloz
9 yasinda AC-TB
5 ay once sexio ile dogum



Fizik muayene

* Ates:37 °C

« Genel durum orta, biling acik, koopere, halsiz
gorunumde

« Konjonktivalar soluk

* Her iki el parmaklarinda interfalangial
eklemlerde 1s1 artigi ve odem

« Batin muayenesinde dalak ele gelmiyor, traube
kapali

» Sistem muayeneleri dogal



Laboratuvar (basvuru)

Hgb: 10,5 g/dl (MCV:58)
Lokosit:12.600 K/mm?
(%80 PMNL, %10 lenfo, %8 mono)
Trombosit: 235.000 K/mm?3
CRP: 78.3 mg/L

ESR: 30 mm/saat

RF < 10,8 IU/ml

Antl-CCP: <7 U/ml
Kreatinin: 0,84 mg/dl
ALT:33 [U/L

ALP: 64 IU/L



Laboratuvar (basvuru)
 HBs Ag: negatif

Anti-HCV: negatif

TIT: proteintiri (0,76g/L)
Nadir eritrostit, 1-2 lokosit

C3: 123.7 mg/dl (85-200)

C4:41,6 mg/dl  (15-50)






On tani

1- Bruselloz

2- Tuberkuloz

3- Subakut Endokardit

4- Lenfoma

5- Erigkin Still Hastaligi

6- Sistemik Lupus Eritematozis
/- Subakut tiroidit




Tl - - . - - AN _ _

N e d e n Disease N
y ] Subacute thyroiditis 16
° TU rklye‘ Familial Mediterranean fever 7
Sarcoidosis -
Drug fever 4
Infectiou: — oSS ’
Inflammatory bowel disease 3
Cﬂllagen Hyperthyroidism 2
Unmlﬂ‘{]i' Basedow-Graves Disease 2
Other diss  Sweet’s Syndrome 2
Reason o Diverticulitis 1
Acute hepatitis 1
Total Guillain-Barre Syndrome 1
Thrombotic thrombocytopenic purpura 1
Weber-Christian disease 1

Myelodysplastic syndrome 3



PLAN
* Yatis

Kan kulturu

Idrar kltarG

Brusella STA

Batin USG
Ekokardiografi
Piperasilin-tazobaktam



2.gun

« Brusella STA: negatif (coombslu 10 tup)
« Batin USG: splenomegali (16 cm)
« Ekokardiografi: normal

« (Govdede belirgin basmakla solan eritemli
makulopapuler dokuntuler



Lokositoz ?

_-

TB (extrapulmoner) 216
Bruselloz 499 74 18

Brusellozda PMNL Hakimiyeti?

« Lenfomonositoz %44, lenfopeni %6.6
« Kan kulturinde tureme %51

Klinigimizde prospektif izledigimiz hastalarin verileri



» Bruselloz oykusu olan hastada brusella STA tani
icin yeterli mi?

* Brusella STA: PPD % 11.4
NPD % 99

*Andriopoulos P. Infection 2015



Dermatoloji konsultasyonu;
Viral dokuntu? Still hst?

Cilt biyopsisi; spesifik tani yok.

Viral Markerlar; EBV, CMV, HSV ve Rubella icin
ELISAile Ig M negatif

Mono-spot test: negatif



3.gun

Ates + eklem agrisi + dokuntu devam
Kan kulturinde 2 vasatta G (+) kok uremesi

Lokosit: 14.500 (%80 PMNL)
Prokalsitonin: 0.11 ng/ml

TransoOzefagial ekokardiografi (TOE)
Telkoplanin 2x400 mg IV baslandi

TOE: vejetasyon saptanmadi



Modifiye Duke kriterleri-1

Major olcutler
Kan kiiltiirii IE acisindan pozitif

Iki ayri kan kiltliriinde IE ile uyumlu tipik mo.lar

 Viridans streptokoklar, S. bovis, S. aureus, ya da birincil
odak olmamasi kosuluyla toplumdan edinilmis enterokoklar

Pozitif olmaya devam eden kan kiiltiirlerinde IE ile
uyumlu mikroorganizmalar

e >12 saat arayla alinmis en az 2 kan kultirunde pozitif sonug
alinmasli yada

« 3 ayri kan kulturunun hepsinde yada 4 ayri kultarun
cogunda (1. ve sonunca arasinda en az 1 saat olmasi
kosuluyla) pozitif sonug alinmasi

Coxiella brunetii icin tek pozitfi kan kulturu yada faz |
g G 21/800




Endokardiyal tutulum kanitlari

Ekokardiografi IE icin pozitif

* Vejetasyon-abse-protez kapakta yeni ortaya ¢ikan ayrisma
(dehisens)

Yeni valvuler yetersizlik

Minor kriterler

Yatkinlik: kalp sorunu, IV madde bagimhhg
Ates: >38°C

Vaskuler olaylar: major arteriyel emboli, septik pulmoner
enfarkt, mikotik anevrizma, intrakraniyel hemoraji, konjonktival
hemoraji, janeway lezyonlari

Immunolojik olaylar: glomeriilonefrit, Osler nodiilleri, Roth
lekeleri, RF

Mikrobiyolojik kanitlar: KK (+) ancak major élgutler yoktur,
yada IE ile uyumlu bir mo ile aktif enfeksiyonu gosteren serolojik
kanitlar




Kesin IE tanisi icin

* 2 major olcut ya da

* 1 major + 3 minor olgut ya da
« 5 minor olgut

Olasi IE igin
* 1 major + 1 minor ya da
« 3 minor olgut




3. gun
* Ferritin > 2000 ng/ml (7-140)

 Erigkin Still Hastaligi1?

* Metil-prednisolon 1x40 mg v



Erigkin Still Hastaligi

Fautrel kriterleri
Major

« Ates =39 °C
Artralji > 2 hf
Gecici eritem
Farenjit

>080 PMNL
Glikolize ferritins %20
Minor

* Tipik rash

* Lokositoz =210.000

Indian J Med Sci 2009; 63:5



Erigkin Still Hastalig)

Yamaqguchi kriterleri

Tani
Major
» Artralji > 2 hf « 2’si major 5 kriter
« Ates> 1hf
 Tipik rash * Duyarlilik % 96.2
« Lokositoz ( >%80 PMNL)
Minor « Ozgulligli %92.1

 Bogaz agrisi

« LAP ve/veya
splenomegall

 KCFT yiksekligi
« ANAve RF negatIﬂIQI Yamaguchi M. J Rheumatol 1992



4. gun

. Kan kiiltiiri: MRSA (2/6)

 Ciltteki dokuntuler azaldi, ates ve eklem agrisi
devam



5. gun

« Boyun agrisi, yutma guclugu
* Boyun USG ve endoskopi

« Boyun USG: her Iki tiroid parankiminde yamasal
alanlar ( tiroidit?)

* Endoskopi: ozefagus alt sfinkterinde gevseklik,
hafif siddette gastrit



5. gun

sT3: 3,46 pmol/L (2,23-5,35)

sT4: 10,91pmol/L (9-25)

TSH:2,42 ulU/ml (0,4-4,67)
Anti-tiroglobulin:>4000 IU/ml (0-115)
Anti-mikrozomal antikor: 19,13 (0-34)
ALT: 74 1U/L

AST: 77 IU/L

T.bilirubin: 0,4 mg/dl




Subakut tiroidit

« TSH|
e fT4 4
« ESR'1*  (60-100 mm/saat)

Cunha BA. Heart Lung. 2010



http://www.ncbi.nlm.nih.gov/pubmed/20109988
http://www.ncbi.nlm.nih.gov/pubmed/20109988
http://www.ncbi.nlm.nih.gov/pubmed/20109988
http://www.ncbi.nlm.nih.gov/pubmed/20109988
http://www.ncbi.nlm.nih.gov/pubmed/20109988

6. gun

* Endokrinoloji: inflamasyon var ancak atesi
acliklamaz.

« Gastroenteroloji: ek tedaviye gerek yok. (hasta
proton pompa inhibitoru aliyor).
« Batin BT: splenomegali (185 mm), ust-abdominal

bolgede ve bilateral ingiunal bolgede en buyugu
10 mm olan LAP

« Toraks BT: bilateral aksiller bolgede en buyugu 14
mm olan LAP




6. gun

* HAV-Ig M: negatif
* Anti-HBc Ig M: negatif
* Anti-HCV: negatif



7. gun

ANA 1/100 dilisyonda (+++)

Romatoloji Konsultasyonu
ANA profil ve goz konsultasyonu

G0z konsultasyonu: kuru goz
suni gozyas! damilalari

Piperasilin-tazobaktam kesildi.



SLE tani kriterleri

Malar rash
Fotosensitivite
Discoid rash

Oral ulser

Artrit (non-eroziv)

Serozit Perikardit /plorit
Renal bozukluk Proteinuri yada hucresel kayip
Norolojik bozukluk Nobet, psikoz,

Hematolojik bozukluk Lokopeni, lenfopeni, trombositopeni
ANA pozitifligi
Immunolojik bozukluk  Anti-dsDNA, Anti-Sm, Antifosfolipid



9.gun

Ates ve eklem agrilari devam ediyor
Kemik iligi aspirasyon ve biyopsisi

TB kulturu, non-spesifik kultur
_eishmania trofozoidi saptanmadi.

Kl incelemesinde spesifik patoloji yok.
KI-TB-PCR negatif

Kl-patoloji: %70 sellllarite,megakaryosit seri sayica
normal olmakla birlikte monolobe, mikro ve
multinukleer megakaryositler izlenmistir.
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Kemik iligi akim-sitometri

. CD4 (Th) 9619.9
. CDS8 (Ts) 9%660.7
. CD19 (B) 064.3

. CD56 (NK) 062.3

* Lenfopeni, T hucre oraninda artis, Th/Ts orani
ters donmus, NK azalmis



10.gun

* Ates devam
« AST:245 |U/L
 ALT: 91 IU/L
 ALP: 135 IUL (25-100)
« LDH: 1583 IU/L ( 90-240)
 T. Bilirubin:0,92

* Prokalsitonin: 8,29 ng/ml

e Trombosit:71.000
* INR:1.9






10. gun
« Konsey, Hemofagositik sendrom?
(Hemofagositik Lenfohistositoz;HLH)

EK tetkikler;

* Ferritin; 116.451,80 ng/ml

Trigliserid:1321 mg/dl

Fibrinojen < 0,8 g/L (1,8-3,5)

Beta-2 mikroglobulin: >1,60 mg/dl ( 0-0,16)
Boyundan LAP biyopsisi




10.gun

 Meronem 3x1 g Iv

« Sepsis paneli; negatif



HLH-tani olcutleri-2004

1-HLH ile uyumlu molekuler tani
2-Asagidaki 8 olgutten en az 5’inin gosterilmesi
« Ates
« Splenomegali
« Sitopeni ( en az 2 seride gorulen)
— Hemoglobin<90g/L
— Trombosit<100x10°/L
— Notrofil <1x10%/L
« Hipertrigliseritemi ve/veya hipofibrinojenemi
— Aclik trigliserit = 265 mg/dI
— Fibrinojen<1,5 g/L

« Kemik iligi, dalak yada LAP’de malignite kaniti olmadan
hemofagositozun gosterilmesi

« Hiperferritinemi (2 500ug/L
* Dusuk NK aktivitesi
« CoOzunebilir CD25 = 2400 U/ml



4.

HLH-tani ol¢utleri-2009

HLH ile uyumlu molekuler tani veya X’e bagli lenfoproliferatif sendrom

Asagidaki 4 olgutten en az 3'U

Ates
Splenomegali

1.
2.
3. Sitopeni ( en az 2 seride gorulen)
4.

Hepatit

Asagidakilerden en az biri

Hemofagositoz
Yuksek ferritin

1.
2.
3. Yuksek sIL-2Ra
4.

1.
2.
3.

Dusuk ya da saptanamayan NK hucre aktivitesi
Destekleyici diger bulgular
Hipertrigliseritemi
Hipofibrinojenemi
Hiponatremi



11. Gun

+ HLH

 HLH-2004 tedavi protokulu
— Dexametazon
— Etaposid (VP-16)
— Siklosporin (CSA
— Intra tekal metotreksat ve prednisolon
— IVIG
— TMP-SXT
— Antifungal proflaksi

* 4 ay KT sonrasi sifa SLE tedavisi icin
Romatoloji takibi



Figure 2: Treatment protocol overview for Hemophagocytic Lymfohistiocytosis (HLH-2004)

— INITIAL THERAPY  —+ SCT /CONTINUATION THERAPY —» Go to 5CT dunns contmuation therapy
as soon as an acceptable donor 15 available
{(dexamethazone daily) (dexamethasone in pulses #) with - HL A-identical related donor or
_ _ _ _ _ _ _ _ - Matched uwnrelated doner or
| 10mg [ I | [ I I N N I - Mismatched unrelated donor or
Dexa {mz/m?2) | 5 mg I |l [ I I | [ I - Family haploidentical donor
| 25mg | | ] | | | [ | | {further SCT infermation: see text)
| 125 me™_ || |l [l | | | L |
A doner search as soon as possible 15
VE-16 V¥V VY ¥V V ¥V V ¥V ¥ v v v v v v v suggested in fammlial patients and poordy
! respondmng patients, and 15 to be considared
CSA I in infants.
IT. therapy o S

Daoses caleulated per m?2 also if BW <10kgz
1 2 3% 4 5% 6 7 8 9¥510 11 12 13 14 15 16 17 18 19 20 21 22 23 24

*=EVALUATION, see Table 1
weeks 25 26 27#28 29 30 31 32 33 34 35 36 37 38 39 40* 5 See Fig | for nfo on start of Confinmation

Dexa = Dexamethazone daily with 10 mg/m? for 2 weeks, 5 mg/m?2 for 2 weeks, 2.5 mg/m2 for 2 weeks, 1.25 mg'm2 for | week; and taper then discontinue during 5% weak.
# Pulses every second week with 10 mg'm?2 for 3 days during the continmation therapy.

VE-16 = Etoposide 150 mg'm? i v, twice weekly for the first two weeks, then weekly during the initial therapy. Every second week during the continuation therapy.
Only in certam conditions, such as if ANC =05 x10%L and the bone mamow is hypocellular (which only rarely is the case), can the first two doses be omitted.

Cs4 = Cyelosponin A amming at levels around 200 mierogL (monoclonal trough value). Start with 6 mg'kg daly orally (divide in 2 daiby doses), if normal kidney funetion.
LT. therapy : T =Mathotrexate doses by age: <1 vear § mgz, 1-2 vears § mg, 2-3 vears 10 mg, =3 vears 12 mg each dose.
Prednizolon doses by age: <1 vear 4 mg, 1-2 vears 6 mg, 2-3 years 8 mg, =3 years 10 mg each dose.

Maximum four doses are suggested, but start only if progressive neurclogical symptoms or if an abnormal CSF has not moproved.

Supportive therapy: Cotimoxazele, eg 5 mg'kg of mmethoprim, 2-3 ttimes weekly (week | and onrwards). An oral antimycotie from weak 1 to week 9.
WIG (0.5 gkg 1v) g 4 weeks. Gastroprotection suggested week 1-9.



Figure 1: Flow-sheet for Children with Hemophagocvtic Lymphohistiocytosis (HLH) in HL.H-2004

Genetically verified or

——» Familial Continuation therapy until SCT
| disease
Register and start’: Persistent
Patients —— Initial 8 weeks ——— non-familial, Continuation therapy until SCT
with HLH * chemotherapy non-genetically verified
——> Resolved —  Stop
non-familial, therapy

non-genetfically 1
verified Reactivation —  Continuation therapy until SCT



Hemofagositik lenfohistiositoz (HLH)

Tarihge

« 1939; Scott ve Robb Smith; eritrofagositoz;
histiositik meduller retikulozis, malign histiositoz

« 1952; Allesel form Farquharve Claireaux

« 1979; Risdall; Virus iligkili HLH

« 1983; Janka; ilk kez Ailesel HLH tanimi

« 1991; Henter ilk tani kriterleri

« 1994, Histiocyte Society; Henter’in tani kriterleri
« 2004 ve 2009'da guncelleme

« 1983'de sag kalim <%4, beklenen yasam < 2 ay
George MR. J Blood Med. 2014



http://www.ncbi.nlm.nih.gov/pubmed/24966707
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HLH

« Nadir
— Isveg'te 0.12/100.000
— Japonya’da 0.342/100.000
— Turkiye'de 7.5/10.000 (akraba evliligi?)

« Hayati tehdit edici
— Mortalite; Primerde %100 (tedavisiz)
Sekoder % 50 (romatolojik %8-22)
(EBV-HLH- %18-24)

Weitzman S. Hematology Am Soc Hematol Educ Program. 2011
Gholam C. Clin Exp Immunol. 2011 Mar



http://www.ncbi.nlm.nih.gov/pubmed/?term=Gholam+C,+Grigoriadou+S,+Gilmour+KC,+Gaspar+HB.+Familial+haemophagocytic+lymphohistiocytosis:+advances+in+the+genetic+basis,+diagnosis+and+management.+Clin+Exp+Immunol.+2011;163(3):271%E2%80%93283
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http://www.ncbi.nlm.nih.gov/pubmed/?term=Gholam+C,+Grigoriadou+S,+Gilmour+KC,+Gaspar+HB.+Familial+haemophagocytic+lymphohistiocytosis:+advances+in+the+genetic+basis,+diagnosis+and+management.+Clin+Exp+Immunol.+2011;163(3):271%E2%80%93283

HLH

« Makrofaj ve lenfositlerin kontrolsuz proliferasyon
ve aktivasyonu

* Asiri sitokin salinimi (sitokin firtinast)

* Primer ( genetik) ve sekonder (kazaniimis)

Weitzman S. Hematology Am Soc Hematol Educ Program. 2011
Malinowska I. Arch Immunol Ther Exp. 2014



Primer HLH

1. Familyal HLH (FHLH)

FHLH1 (gen lokusu belli ancak gen bilinmiyor)

FHLH2 PRF1
FHLH3 UNC13D
FHLH4 STX11
FHLH5 STXBP2

Islevi

Vezikul icerigi

Vezikul itekleme
Vezikll fizyonu
Vezikul fuzyonu

2. Immun yetmezlikli genetik hastaliklarla beraber

Chediak-Higashi LYST
Griscelli |l RAB27a
Hermansky-Pudlak II  AP3B1
XLP1 SH2D1A
XLP2 BIRC4

Vezikll hareketi

Vezikll demirlemesi

Vezikul polarizasyonu

CD8 T/NK-hucre aktivitesi dahil
pek cok gérev

Multipl sinyal yollari



Primer HLH

Tablo 3. Hemofagositik sendromda tanimlanmis genetik defektler

Hastalik Kromozom lokalizasyonu liskili gen Gen fonksiyonu

FHLH-1 9q21.3-22 Bilinmiyor Bilinmiyor

FHLH-2 10q21-22 PRF1 Apoptozun indiiksiyonu

FHLH-3 17q25 UNC13D Graniil iceriginin sekresyonu
FHLH-4 6q24 STXM Graniil transportu

G52 15921 RAB27A Graniiliin membrana yaklasmas
CHS 1 1q42.1-q42.2 LYST Graniil transportu

XLP Xq25 SH2D1A Sinyal iletimi ve lenfosit aktivasyonu

FHLH= Familyal hemofagositik lenfohistiositoz



Primer HLH

« Son yillara kadar familyal HLH'li olgularin infant ve
erken gocuklukta bulgu verdigi bilinmekteydi.

* Genetik testleri yayginlasmasi ve hastaligin daha
lyi taninmasi ile ilk HLH epizodunun hayatin
herhangi bir herhangi bir doneminde ortaya
cikabildigi gorulmustur.

*27 yasinda tani alan erkek hastada perforin
mutasyonu saptanmis, kardeside T lenfoma ayni
mutasyon kardesinde de saptanmis.

*Clementi R. Blood 2002



Primer HLH

* Perforin geni ile ilgili 63 mutasyon (FHL-2)

« 3 ve daha fazla mutasyon birlikligi belli etnik
gruplarda fazla (Turk, Afrika, Afro-Amerikan ve
Japon)

* FHL-3; SSS tutulumu daha fazla

* FHL-4'de Syntaxin 11 mutasyonu ozellikle Kurt
kokenli Turk vatandaslarinda

George MR. J Blood Med. 2014
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Sekonder HLH

* Infeksiyon
 Otoimmun hastalik

« Malignite



Infeksiyona sekonder HLH

EBV ‘
CMV ‘
HIV ‘
Hepatit A ‘
Coxsackie virus *
Avian Influenza .
Parvovirus B19 *
HHV-6, HHV-8 ‘
VZV

HSV

Tuberkuloz
Salmonella spp
_eptospiroz
Riketsiyoz
_eishmania spp.
Malarya
Aspergilloz

Penicillium marneffi
enf.

Jing Li. Medicine 2014
Rajagopala S. Acta Medica Academica 2012



103 erigkin HLH, 54 E, 49 K
49 HM, 24 Infeksiyon, 14 otoimmun, 24
bilinmiyen

Mortalite %74.8 (77/103)

24 |-HLH

—EBV 8

—CMV 6

— Coxsackie 1

—HSV 1

—TB4

— Diger bakteriler 4

Jing Li. Medicine 2014



Otoimmun hst sekonder HLH

« Konnektif doku hastaligi
 Erigkin Still hastalig:

* Romatoid artrit

« Sistemik Lupus Eritematozis

« Dermatomyozit

« Granilomatoz polianjit (Wegener)
* Primer Sjorgen sendromu

* Crohn hastaligi

Jing Li. Medicine 2014



I\/Iallgnlte sekonder HLH

Periferal T hucre lenfoma
« Siniflanmamis lenfoma
* T hucre lenfoma
« Subkutanoz pannikulit benzeri T hucre lenfoma
* B hucre lenfoma
 NK/T hucre lenfoma
e Intravaskiler T lenfoma
* Hodgkin Lenfoma
Non-hematolojik maligniteye sekonder
 Noroblastom
« Rabdomyosarkom

Jing Li. Medicine 2014
George MR. J Blood Med. 2014



http://www.ncbi.nlm.nih.gov/pubmed/24966707
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Patogenez

« Hiperaktivasyon (CD8 T lenfosit ve makrofajlar)

* Proliferasyon (ektopik migrasyon ve cesitli
organlari infiltrasyonu)

« Hipersitokinemi ( proinflamatuar sitokinlerin surekli
yuksek seviyede kalmasi)

Weitzman S. Hematology Am Soc Hematol Educ Program. 2011



Patogenez

- Fever
- Hyperferritinemia

- Depression of hematopoiesis
- Acute phase proteins

- T cell activation

Fever

Cachexia

Depression of hematopoiesis
Hypertriglyceridemia

Elevated serum transaminase level
Hypoalbuminemia
Hypofibrinogenemia

Diffuse intravascular
intracoagulation

Suppression of NK cell activity
Neurological symptoms

— ThEa

H-1B

CYTOKINE
STORM

IL-18

- Hepatic damage
- Suppression of NK cell activity,
only upon prolonged exposure

IL-10

IL-6

- Suppression of T cell activation

- Inhibition of Th1 cytokine production

- Regulation of hemophagocytosis

- Modulation of immune-mediated pathology

Fever

Anemia

Fever

Hemophagocytosis

Depression of hematopoiesis
Macrophage activation

Stimulation of antigen presentation
Stimulation of Thl response
Diffuse intravascular coagulation
Hypoalbuminemia

Acute phase proteins

Renal failure

T cell activation & infiltration
Suppression of NK cell activity

Brisse E. Cytokine Growth Factor Rev. 2014
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Klinik

Uzamis ates
Hepatosplenomegali
Kanama

Deri dokuntusu

SSS anormalikleri

Sarilik

Laboratuvar

 Bisitopeni/pansitopeni
« Koagulopati
iperlipidemi
pofibrinojenemi
perferritinemi

Transaminaz
yuksekligi

Hiperbilirubinemi
Ipoalbuminemi
Iponatremi




Klinik Bulgu

Ates
Splenomegali
Hepatomegal
LAP

Bobrek tutulumu
- Yeni proteindri

- Kreatinin artigi
GIS kanama

DIC

SSS tutulumu

* Biling degisikligi
* [ntrakraniyel kanama

99
82
67
25
35
32

15
14
13
10

%

96.1
79,6
65
53.4
34
31.1
7.8
14,6
13,6
12,6
9,7
2,9

Jing Li. Medicine 2014



Laboratuvar [N ____|%

Trombositopeni

Lokopeni

Notropeni

Anemi

KCFT Bzk.

*ALT
*AST

*T. Bilirubin

LDH

Hipofibrinojenemi
Hipertrigliseritemi
Hiperferritinemi

NK
ESR
CRP

v

89/103
89/103
76/103
61/103
101/1003
81/97
70/83
49/83
88/89
56/92
54/61
63/64
38/43
48/73
59/63

86.4
7.7
/3.8
59.2
98.1
83.5
84.3
59

98.9
60.9
88.5
98.4
88.4
65.8
93.7



Hemofagositoz-Patoloji

« Aktive makrofajlarin lokosit, eritrosit, trombosit ve
oncul hucreleri yutmasinin histopatolojik
gosterilmesi

* En sik Kemik iligi, Lenf nodulleri, KC ve dalak

 Ailesel olgularda baslangigta gosterilebilirken
sekonder olgularda baslangicta olgularin az bir
Kisminda gosterilebilir, seri biyopsiler gerekir.

Maakaroun RN. Rev. Med. Virol. 2010
George MR. J Blood Med. 2014
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Finding Percentage of FHL cases Percentage of secondary HLH Diagnostic criteria"'*"?
with finding at diagnosis®'*"* cases with finding at diagnosis'"’

Fever ~100% ~100% ~37°C

Hepatosplenomegaly ~100% ~80%-90% Radiographic or physical
exam evidence

Cytopenias ~100% ~80% Hemoglobin <9 g/dL
Platelets <100 x 10°/L
Neutrophils < 1.0 x 10%/L

Hypertriglyceridemia (fasting) 70% 40% =3 mmol/L

Hypofibrinogenemia 60%—657% 40% <l.5gl

Elevated ferritin 70% 95% =500 pg/L

Hemophagocytosis 85% Variable and not necessary to make initial Bone marrow or other

diagnosis if other features present'*' tissue biopsy

Decreased NK-cell activity 100% 30% < 10% activity by flow
cytometric assays

Elevated sCD25 90% Percentage not found in secondary >2,400 UmL

HLH literature



Hiperferritinem|

* * Ferritin seviyesi > 500ug/L olan 330 olgunun
HLH icin > 10.000ug/L; %90 duyarh,%96 ozgul

. **> 30.000ug/L %100 6zgiil

*Allen CE. Pediatr Blood Cancer 2008.
**Weitzman S. Hematology Am Soc Hematol Educ Program. 2011



Table 3. Distribution of patients with elevated ferritin by disorder

N (% [90% confidence

Ferritin (x10° pg/L),

Disorder interval]) median [range]
Renal failure 73 (65 [57-72]) 84 [50-440] 9.2 and
Hepatocellular injury 61 (54 [46-62]) 83 [50-440]
Infection 52 (46 [38-54]) 87 [52-440] %inlogsf,
I 5chool,
Hematologic malignancy 36 (32 [25-40]) 98 [562-233]  isionof
Rheumatologic/inflammatory 20 (18 [12-25]) 68 [50-341]
HLH 19 (17 [11-24]) 99 [52-233]  _,inmune
Iron overload 13 (12 [7-18]) 101 [76-440]  osisofHLH
1g elevated
Hemolytic anemia 5 (4 [2-9]) 149 [80-203] specific for
. rxrritin in the
Solid tumor 5 (4 [2-9]) 72 [562-95] health care
MAS 3 (3 [1-7)) 61 [56-341] 0000 pglL.
ular injury,
None 2 (2 [0-4)) 123 [118-127]  ked hyper-

| WEFILALAL S Dl D] W DT It

H in adults.



* 756 Hemato-onkoloji, 71'i HLH, CIN
*465 E, 291 K ¢gocuk, yas ort; 5,6 vyl
* Ates atagl doneminde sitokin duzeyleri

« 71 HLH (38 E,33 K, yas = 2 |6semi
ort 1,9 yil) = 3 lenfoma
= 22 EBV = 1 Kawasaki hst
= 3CMV = 1 SLE
= 1 Rota virUs = 1 hipogamaglobulinemi
= 1 HSV = 27 tani konulamayan
= 1 HBV

= 1 Campylobacter

= 1 Fusobacterium

1 Staphylococcus spp
= 3 Mycoplasma

Xiao-Jun Xu, J Pediatr 2012;160:984-90).



IL6(pg/ml) IL-10 IFN-V

Saglikl

H/O kontrol 6.4 7.1 5.1
Sepsis 325.1 40.5 6.4
HLH 51.1 623.5 1088.5
H/O-Sepsis 244.6 46.6 8.2
H/O infeksiyon 34.7 10.5 7.7
H/O ilac atesi 30.1 13.4 7.9

Xiao-Jun Xu, J Pediatr 2012;160:984-90).



* |[FN-y> 100 pg/ml
duyarlilik %94, Ozgullik %97.2

* |[EN-y> 75pg/ml + 1L-10>60 pg/ml
duyarlilik %93, ozgulluk %98.9

Xlao-Jun Xu, J Pediatr 2012:160:984-90



HLH-Tedavli

Infeksiyon iligkili HLH
« Standart HLH protolu baslanmali

* Leishmania iligkili olanlar hari¢ (L-AmB)

« EBV-HLH

« Steroid, IVIG, siklosporin (tek baslarina iyi sonuclar)
* Alemtuzumab ile iyi sonuclar

» Etoposid alanlarda sag kalim yuksek

George MR. J Blood Med. 2014

Weitzman S. Hematology Am Soc Hematol Educ Program. 2011
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Aklimizda kalsin

« Ates + splenomegali + pansitopeni/bistopeni
olgularinda ayirici tanida HLH

 HLH nedeni enfeksiyon hst olsa bile enfeksiyon
spesifik tedaviye hizli yanit (24-48 saatte) yoksa
HLH- 2004 protokolu



