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HEMATOPATOLOG GOZU ILE NELER DEGISTI?

Diinya Saglk Orgiiti'niin (DSO)
organizasyonu ile gerceklesen he-
matopoetik dokunun neoplastik lez-
yonlarinin siniflamasinin son Kkez
giincellendigi 2008 yilindan bu yana
sekiz yil gecmistir. (“WHO Classifi-
cation of Tumours of Haematopoie-
tic and Lymphoid Tissues” 4th Ed.
2008 TARC; Lyon, France). Gecen bu
siire icinde bu konuda kayda deger
bircok gelisme ve degisiklik ortaya
cikmistir. Her ne kadar siniflamanin
giincellenmis yeni hali heniiz yayim-
lanmamis olsa da, 2017 yil1 basinda yayimlanmasi beklenmekte-
dir. Lenfoid neoplazilerde siniflamalara ve giincellemelere ne-
den ihtiya¢ duydugumuzu kisaca hatirlamak gerekirse; bilindigi
gibi hastaliklarin siniflanmasi tip biliminin konusma dili gibidir.
Bir hastaligin tanisi konulmadan, tedavi edilmeden ve iizerinde
calismalar yapilmadan 6nce adlandirilmasi ve tanimlanmasi ge-
reklidir. Hastaliklarin tanimlanmasi ve kullanilacak terminoloji
konusunda bir goriis birligi olusturulmasi hem klinik uygula-
malar hem de arastirmalar acisindan vazgecilmez bir gerekli-
liktir. Bu gerekcelerle hazirlanan ve giincellenen siniflamalarin
gelistirilmesinde patologlar primer sorumlulugu aliyor olsa dahi
yeni bir siniflama veya giincelleme, klinisyenlerin (hematolog,
onkolog..) ve genetik¢ilerin de dahil oldugu ortak bir komitenin
calismalari ile gerceklesmektedir.

Son siniflamanin giincellendigi 2008 yilindan 2016 yilina kadar
gecen sekiz yillik siire i¢inde biriken, lenfoid neopazilerin tani,
tedavi ve prognozuna ait bir¢ok yeni verinin siniflamaya eklene-
rek bir biitiin olusturmasi s6z konusudur. Giincel veriler 1s181n-
da 2017 yilinda yayimlanacak olan lenfoid neoplazilerin matiir
B-hiicreli lenfoid neoplaziler, matir T ve NK-hiicreli neoplazi-
ler, Hodgkin lenfomalar ve histiyositik ve dendritik neoplazmlar
ana gruplarin ilgilendiren degisiklikleri basliklar halinde ifade
etmek gerekirse:

I) Mevcut siniflamada provizyonel olarak yer alan bazi
antitelerin yeni sinifflamada kalic1 hale getirildigi,

IT)Baz1 provizyonel antitelerin siniflamaya yeni olarak
eklendigi;

III)Siniflamaya dogrudan ve kalici olarak eklenmis yeni bir
antite bulunmadigy,

IV)Lenfomagenezin erken basamaklarindaki lezyonlarin tani
kriterleri ve yonetiminin yeniden ele alindigi;

V)Baz1 antitelerin tani kriterlerinin yeniden tanimlandigi
goriulmektedir.

Prof. Dr. Miikerrem Safal
SB Universitesi, Giilhane Tip Fakiiltesi
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B-CELL RECEPTOR STRUCTURE
AND FUNCTION IN CLL

The B-cell receptor (BCR) influenc-
es the behavior of CLL, and BCR-as-
sociated Kinases are now therapeu-
tic targets in patients. By analysis
of the tumour BCR IGHV-D-J re-
arrangements, CLL can be divided
into two major biological subsets
arising at different stages of differ-
entiation, one with unmutated IGHV
derived from naive CDS* B-cells
(U-CLL) and poorer prognosis, and
another with mutated IGHV derived from post-follicular CDS*
B-cells (M-CLL) and good prognosis.>? Conserved DNA meth-
ylation patterns in the subsets reflect the different cells of ori-
gin.? U-CLL has striking overuse of IGHV1-69, with stereotyp-
ic sequences.* Similar patterns can be found in normal B-cells,
suggesting derivation from the natural antibody repertoire.’
Chronic stimulation, possibly by cross-reacting autoantigens,
will generate both positive signalling responses and a variable
degree of anergy, defined by low sIgM levels and reduced sig-

naling capacity.® However, microenvironmental and genetic
features also influence BCR expression/function. Anergy is less
profound and less variable in U-CLL than in M-CLL, and is re-
versible during circulation in blood.”® Clinical consequences
derive from either positive signalling, associated with higher
IgM levels/signalling and leading to proliferation in tissue, or
survival, sustained by constitutive and IgM-induced anti-apop-
totic mechanisms.’!! Positive signaling also induces MYC ex-
pression, which can be targeted by inhibition of kinases or of
translation.'> 13 Consequences of positive signalling are likely
more aggressive disease, while deeper anergy associates with
more indolent CLL. Clinical data also suggest that U-CLL has
more complete responses and shorter Kinetics during BCR-asso-
ciated inhibition.!* > Prognostic value and therapeutic exploita-
tion of the pathways controlling the critical balance between
antigen-induced proliferation versus anergy will be discussed.

Francesco Forconi
(MD, DM, PhD, FRCPath), Cancer Sciences Unit and
Haematology Department, University of Southampton

AFET VE SAVASTA KAN BANKACILIGI VE
ACIL TRANSFUZYON POLITIKALARI

Insanlik tarihi dogal afetler, diinya
savaslar1 yasamis ve yasanilanlar-
dan cikarilan dersler béliimiinde,

transfiizyon icin organizasyon des-

teginin giiclii olmasi daha az sayi-

da kavip icin 6nemli bir faktor ola-

rak kaydedilmistir.
Glinimiiz dinyasinda maalesef sii-

rekli bir baris ve siikiinete sahip

yer kalmamis gibidir. Her giin in-
san eliyle gerceklestirilen teror ve savaslar, siirekli bir teyak-
kuz halini zorunlu kilmaktadir. Bu anlamda, modern, mobil,
araziye uyumlu, dayanikl tibbi cihazlar ve deneyimli, egitimli,
goreve her an hazir, dinamik saglik ekiplerinin varlig1 6nem ka-
zanmaktadir.

Afet ve savaslarda kan kaybi en sik ve Onlenebilir 6liim nede-

nidir. Hemorajik kayiplarin biiyiik bolimi ilk saatlerde gelis-
mekte ve hatta insan hayati i¢in dakikalar degerli olmaktadir.
Bu yaralanmalar etkin erken cerrahi ile kanama kontroliiniin
saglanabilecegi merkezlere dogrudan ulastirilmak zorundadir.
Boyle bir merkeze ulastiklarinda yaralilarin iicte birinde koa-
gulopati kan kaybina eslik etmekte ve koagulopatili olgularda
6lim S kat daha fazla goriilmektedir. Bu nedenle masif kanama
protokolleri iyi bilinmeli ve uygulanabilir olmasi i¢in de zama-
ninda, giivenli ve yeterli kan ve kan iriinii destegi saglanabil-
melidir. Bu kan ve kan irinleri; taze tam kan, eritrosit siispan-
siyonu, taze donmus/ likid/ liyofilize plazma, aferez trombosit
siispansiyonu, kriyopresipitat olarak sayilabilir.

Ulkeler, afet ve savaslara kars1 plan gelistirmeli ve bu plan,

bolgesel, ulusal ve uluslararasi afet yanit kuruluslarinin yakin
isbirligini kapsamalidir. Ulkemizde, Basbakanliga bagl olarak
kurulan AFET ve ACIL DURUM YONETIMI (AFAD), Tiirkiye
Afet Miidahale Planr’'n1 (TAMP) hazirlamis ve bu plan 3 Ocak
2014’te Resmi Gazetede yayinlanarak yiriirliige girmistir.

Bu plana goére, isleyisi koordine etmek tizere belirlenen ‘Ulusal
Referans Kan Bankasr’ Tirk Kizilay’idir. Bu durumda, Tirk
Kizilay’1 stratejik hedeflerine olaganiistii kosullarda kan te-
mini i¢cin de bir aksiyon plani eklemeli, iiriin yelpazesi masif
transfiizyon politikalarin1 desteklemek tizere gelistirilmelidir.
Bu plan, afet, terér ve savasta dogrudan gorev alma potansiyeli
yiiksek destek hastanelerinin Transfiizyon Merkezleriyle koor-
dine edilmelidir.

Transfiizyon Merkezleri, hastanelerinde kan kullaniminin yiik-
sek oldugu Kkliniklerle birlikte, afet ve savasta kan stoklarinin
simirlandig (sar1 ve kirmizi alarm seviyesi) hallerde, kan kulla-
nimi i¢in bir aksiyon plani gelistirmelidir.

Ulkemizde Kkapasiteli Transfiizyon Merkezlerinin o6nemli
kisminin Transfiizyon Tibbai ile ilgili Hematologlar tarafindan
idaresi, afet ve savasta ve sadece bu durumlarla sinirli kalma-
mak tizere masif transfiizyon protokollerinin desteklenmesi i¢in
ilgili Kkliniklerle isbirligini pek mimkiin ve etkin kilmaktadir.
Hasta kan yo6netimi, multidisipliner bir alandir ve teror, savas
ve sivil haller i¢in masif transfiizyon protokollerinin hazirhgiy-

la baslayip, kanin etkin ve giivenli kullaniminin 6nemli oldugu

tiim hallere yayginlastirilmasi, kiymetli bir katki sunabilir.

Prof. Dr. Yesim Aydinok

Ege Universitesi Cocuk Hematolojisi ve Onkolojisi BD



SYSTEMIC MASTOCYTOSIS-CLINICAL AND

THERAPEUTICAL

Systemic mastocytosis represents a group of disorders charac-
terized through excessive accumulation of mast cells in tissues
and organs accompanied by clinical symptoms derived from de-
granulation and releasing of mast cell specific mediators such
as histamine, tryptase, prostaglandins. The molecular abnor-
mality described in SM is the somatic mutation of protoonco-
gene c-kit, which encodes a tyrosine-kinase receptor for stem
cell growth factor; this mutation takes place in codon 816, with
valine replaced by aspartate (Asp816Val). The result is an inde-
pendent activation of c-kit receptor, with autophosphorilation
and activation of STATS, P13K, AKT paths. These molecular ab-
normalities are translated in aberrant expression on the mem-
brane of mast cell of the receptor for interleukinS and for c-Kkit.
The abnormal mast cell has an aberrant coexpression of CD117,
CD25, CD2 and cytoplasmic tryptase.l?3? Diagnosis is based on
the presence of a major and a minor criteria or in the mandatory
presence of 3 minor criteria.3® The necessity for treatment is
imposed by the presence of C( cytoreductive) signs(cytopenias,
hepatosplenomegaly accompanied by hypoalbuminemia, portal
hypertension, hypersplenism, osteolytic lesions, fractures of
pathological bone, cachexia, malabsorbption)?°.The presence of
B( burden) signs( > 30% mast cells in bone marrow or serum
tryptase>200 ng/ml; hypercellularity of bone marrow, organo-
megaly, but without signs of organ failure) does not represent
an indication for treatment. Treatment of SM has two objec-

tives: improving the quality of life through reducing symptoms.
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Degranulation syndrome can be prevented by patient educa-
tion- avoid triggers for mast cell activation( alcohol, heat, emo-
tional stress, infections). Prophylaxis of degranulation is made
with H1, H2 inhibitors, corticosteroids and/or addition of mast
cell membrane stabilizers ( cromoglicate) . The treatment of
aggressive systemic form is challenge. There is no standard of
treatment. First line of treatment consist in Interferon adminis-
tration, associated with corticosteroids in order to minimize de-
granulation syndrome. Second line treatment is represented by
Cladribine( reserved for interferon resistant or intolerant pa-
tients). Tyrosine kinase inhibitors (Dasatinib) is more effective
than Imatinib, that does not act on D816V mutation, but it can
be used in mast cell disease associated with clonal myeloprolif-
erative disease( hypereosinophilic syndrome PDGFR/FIP1L1).
In clinical trials inhibitors of c-kit such as Rapamycin and an-
alogue Geldanamicin, or anti CD2S monoclonal antibodies can
be used for aggressive ,malignant forms of disease. For these
aggressive forms, including mast cell leukemia, the chemother-
apy followed by allotransplant could be an option.?*1°. The prog-
nosis of SM is variable, depending of clinical aspects, age and
form. There is a possibility of continuum progression toward an

aggressive form, so clinical observation is indicated.

Iulia Ursuleac
MD, PhD, University of Medicine and Pharmacy

“Carol Davila”, Fundeni Clinic of Hematology
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