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‘Lenfoproliferatif Lenfositlerden kéken alan bir

Hastalk’
tanimi

grup hastalik




*Immiin sistemin parcasi

= Karmasik yapi

= Lenfositler bu sistem icerisinde
Lenfatik dolasan/ lenf nodlarinda yer alan

Sistem lenf nodlarina girip ¢ikan
hiicreler

*"Lenf nodlarn, lenf s1visini suzen
kiucuk bezeler
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Etyoloji

A Otoimmun

| Hastaliklar

A

Enfeksiyonlar

Infectious agent
EBV

HTLV-1
Helicobacter pylori

Human herpesvirus 8

HIV

Hepatitis C
Chlamydia psitacci
Campylobacter jejuni

Borrelia burgdorferi

Immun
Yetmezlikler —

Lymphoid malignancy

Burkitt lymphoma

Post organ transplant lymphoma

Primary CNS DLBCL

Hodgkin's disease

Extranodal NK/T-cell lymphoma, nasal type
Adult T-cell leukemia/lymphoma

Gastric MALT lymphoma

Primary effusion lymphoma

Castleman’s disease

Diffuse large B cell ymphoma

Burkitt lymphoma

Lymphoplasmacytic lymphoma

Orbital adnexal lymphoma
Immunoproliferative small bowel disease

Cutaneous MALT lymphoma

Table 2.1 Infectious agents associated with lymphoma. CNS, central nervous system; DLBCL,
diffuse large B-cell lymphoma; EBV, Epstein-Barr virus; HIV, human immunodeficiency virus; HTLV-1,
Human T-cell lymphotropic virus; MALT, mucosa-associated lymphoma tissue; NK, natural killer.



Patogenez
Genetik

desgisiklikler!

Lymphoma subtype

MALT lymphoma

Mantle cell lymphoma
Follicular lymphoma

Diffuse large B cell
lymphoma

Burkitt's lymphoma
Anaplastic large

cell lymphoma,
ALK positive

Translocation

t(11;18)(g21;921)
t(1;14)(p22;932)
t(14;18)(g32;,921)
t(13;14)(p14.1;932)

t(11;14)(q13;932)
t(14;18)(932;921)

t(14;18)(g32;,921)
t(3;-)(g27;-)
t(8;-)(q24;-)

1(8;14)(q24;932)
1(8;22)(q24;911)
1(8;2)(q24;p12)

t(2:5)(p23;935)

Genes
involved

API2/MALT
BCL-10/ IgH
IgH /MALT1
FOXP1/IgH

CCND1-IgH
IgH/BCL-2

IgH/BCL-2
BCL-6
C-MYC

C-MYC/IgH
C-MYC/Igh
C-MYC/Igk

ALK/NPM

Main sites/frequency

Lung, stomach

Ocular adnexae, salivary gland
Thyroid, ocular adnexae, skin

90% of cases
90% of cases

20-45% of cases
25% of cases
20% of cases

Most cases
Rare variant
Rare variant

Virtually all cases



Non-Hodgkin lymphomas

M DLBCL31%
FL 22%

W MALTL 8%
PTCL 7%
SLL/CLL 7%

MCL 6%
PMLBCL 2%
ALCL 2%
BL2%

MZL, nodal 2%

T-LL 2%
B Other 9%

Figure 3.1 Frequency of non-Hodgkin lymphoma subtypes. ALCL, anaplastic large cell
lymphoma; BL, Burkitt's lymphoma; CLL, chronic lymphocytic leukemia; MALTL, mucosa-
associated lymphoid tissue lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone
lymphoma; PMLBCL, primary mediastinal large B-cell ymphoma; PTCL, peripheral T-cell
lymphoma; SLL, small lymphocytic lymphoma; T-LL, T-cell lymphoblastic leukemia. Data from [2].
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LAP basisina 5
bagh Oksturuk Dispne
Karin _
Oligtiiri/anuri  agrisi/karinda  Ishal/kabizlik
sislik
DerinVen Trombozu

Ekstremitede sislik, kizariklik, 1s1

artisi,agri
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Sistemlerin

Vital Bulgular Muayenesi

Fizik

Muayene LAP

Splenomegali

Hepatomegali




Fizik Muayene

LAP ozellikleri




Laboratuvar
Tetkikleri

Tam kan sayimi

Eritrosit
Sedimentasyon

Rutin Biyokimya
(LDH)

Protein

HBsAg, Anti HBs,
AntiHBcIg G




Lenfadenopati=

Lenfadenomegali
LAP

"Lenf nodlarinin buyumesi

=Sebepleri?

LPH bunlardan sadece biri
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Lenf Nodu

| Eksizionel | insizionel
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Ince igne aspirasyon biyopsisi ile tani
konulamaz!!!
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_ HaStahgln Yayglnllglnl belirleme

= Hangi lenf nodlar: tutulmus?

= Kemik iligi tutulumu var mi?

" Lenf nodlar1 disinda baska organlarda tutulum
var m1? Karaciger, Dalak, Kemik gibi
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Yardimci

Goruntuleme
Yontemleri

Doppler
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_ Dunya Saghk
Orgutu(DS0)2016

Lenfoid
Malignitelerin
Siniflandiniimasi

Olgun B hiicre
kokenli

T/NK hiicre
kokenli

Hodgkin Lenfoma

Post transplant
lenfoproliferatif
hastaliklar

Histiyositik
Dendritik
Neoplasmlar

22



Olgun B hucre
kokenli

Mature B-cell neoplasms

Chronic lymphocytic leukemia/small lymphocytic lymphoma
Monoclonal B-cell lymphocytosis*
B-cell prolymphocytic leukemia
Splenic marginal zone lymphoma
Hairy cell leukemia
Splenic B-cell lymphoma/eukemia, unclassifiable
Splenic diffuse red pulp small B-cell lymphoma
Hairy cell leukemia-variant
Lymphoplasmacytic lymphoma
Waldenstrém macroglobulinemia
Monoclonal gammopathy of undetermined significance (MGUS), IghM*
w heavy-chain disease
v heavy-chain disease
o heavy-chain disease
Monoclonal gammopathy of undetermined significance (MGUS), 1gG/A*
Plasma cell myeloma
Solitary plasmacytoma of bone
Extraosseous plasmacytoma
Monoclenal immunoglobulin deposition diseases*
Extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue
(MALT lymphoma)
Nodal marginal zone lymphoma
Pediatric nodal marginal zone lymphoma
Follicular lymphoma
In situ follicular neoplasia®
Duodenal-type follicular lymphoma*
Pediatric-type follicular lymphoma*®
Large B-cell lymphoma with IRF4 rearrangement”
Primary cutaneous follicle center lymphoma
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Mantle cell lymphoma
In situ mantle cell neoplasia®
Diffuse large B-cell lymphoma (DLBCL), NOS
Germinal center B-cell type*
Activated B-cell type*
T-cell/histiocyte-rich large B-cell lymphoma
Primary DLBCL of the central nervous system (CNS)
Primary cutaneous DLBCL, leg type
EBV" DLBCL, NOS*
EBV" mucocutaneous ulcer
DLBCL associated with chronic inflammation
Lymphomatoid granulomatosis
Primary mediastinal (thymic) large B-cell lymphoma
Intravascular large B-cell lymphoma
ALK' large B-cell lymphoma
Plasmablastic lymphoma
Primary effusion lymphoma
HHV8" DLBCL, NOS*
Burkitt lymphoma
Burkitt-like lymphoma with 11qg aberration”
High-grade B-cell lymphoma, with MYC and BCL2 and/or BCLE rearrangements*
High-grade B-cell lymphoma, NOS*
B-cell lymphoma, unclassifiable, with features intermediate between DLBCL and
classical Hodgkin lymphoma



Mature T and NK neoplasms
T-cell prolymphocytic leukemia 24
T-cell large granular lymphocytic leukemia
Chronic lymphoproliferative disorder of NK cells
Aggressive NK-cell leukemia
Systemic EBV™ T-cell lymphoma of childhood*
Hydroa vacciniforme-like lymphoproliferative disorder*
Adult T-cell leukemia/lymphoma
Extranodal NK-/T-cell lymphoma, nasal type
Enteropathy-associated T-cell lymphoma

Monomorphic epitheliotropic intestinal T-cell lymphoma*
Indolent T-cell lymphoproliferative disorder of the Gl tract*
Hepatosplenic T-cell lymphoma

Subcutaneous panniculitis-like T-cell lymphoma

Mycosis fungoides

Sézary syndrome
g u n Ve Primary cutaneous CD30™ T-cell lymphoproliferative disorders

.o o Lymphomatoid papulosis
N K h u C re| ' Primary cutaneous anaplastic large cell lymphoma

Primary cutaneous y3 T-cell lymphoma
Primary cutaneous CD8" aggressive epidermotropic cytotoxic T-cell lymphoma
Primary cutaneous acral CD8" T-cell lymphoma*
Primary cutaneous CD4" small/medium T-cell lymphoproliferative disorder*
Peripheral T-cell ymphoma, NOS

Angioimmunoblastic T-cell lymphoma
Follicular T-cell lymphoma*

Noaal peripheral T-cell lymphoma with TFH phenotype*
Anaplastic large-cell lymphoma, ALK

Anaplastic large-cell lymphoma, ALK™*

Breast implant-associated anaplastic large-cell lymphoma*



Hodgkin lymphoma
Nodular lymphocyte predominant Hodgkin lymphoma
Classical Hodgkin lymphoma

HOdg kln Nodular sclerosis classical Hodgkin lymphoma
Lenfoma Lymphocyte-rich classical Hodgkin lymphoma

Mixed cellularity classical Hodgkin lymphoma
Lymphocyte-depleted classical Hodgkin lymphoma




Posttransplant

Lenfoproliferat
if Hastaliklar

Posttransplant lymphoproliferative disorders (PTLD)
Plasmacytic hyperplasia PTLD
Infectious mononucleosis PTLD
Florid follicular hyperplasia PTLD*
Polymorphic PTLD
Monomorphic PTLD (B- and T-/NK-cell types)
Classical Hodgkin lymphoma PTLD
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_ Histiocytic and dendritic cell neoplasms
Histiocytic sarcoma

Langerhans cell histiocytosis
Langerhans cell sarcoma

H 'St|y 0$|.t| k Indeterminate dendritic cell tumor
Dend r|t| k Interdigitating dendritic cell sarcoma
.o - Follicular dendritic cell sarcoma
Hucrel

Fibroblastic reticular cell tumor
Disseminated juvenile xanthogranuloma
Erdheim-Chester disease*
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B-lymphoblastic leukemia/lymphoma

B-lymphoblastic leukemia/lymphoma, NOS

B-lymphoblastic leukemia/lymphoma with recurrent genetic abnormalities
_ B-lymphoblastic leukemia/lymphoma with 1(9;22)(q34.1;q11.2);BCR-ABL1
B-lymphoblastic leukemia/lymphoma with t(v;11923.3); KMT2A rearranged
B-lymphoblastic leukemia/lymphoma with t(12;21)(p13.2;g22.1); ETV6-RUNX1

Akut B-lymphoblastic leukemia/lymphoma with hyperdiploidy
o B-lymphoblastic leukemia/lymphoma with hypodiploidy
lenfoblastik B-lymphoblastic leukemialymphoma with t(5:14)(q31.1:q32.3) IL3-IGH
losemi le r B-lymphoblastic leukemia/lymphoma with t(1;19)(q23;p13.3); TCF3-PBX1
.o Provisional entity: B-lymphoblastic leukemia/lymphoma, BCR-ABL 1-like
(DSO 201 6) Provisional entity: B-lymphoblastic leukemia/lymphoma with IAMP21

T-lymphoblastic leukemia/lymphoma
Provisional entity: Early T-cell precursor lymphoblastic leukemia
Provisional entity: Natural killer (NK) cell lymphoblastic leukemia/lymphoma
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CD10 CD3
CD19 CD4
iImmun CD20 CD7
fenotiplendirme k and A light chain CD8
Aklm Sitometri af and y8 T-cell receptor proteins
(FCM)
Immunhistokimya
(IHK)
Typically expressed Not expressed
Classical Hodgkin lymphoma CD30,CD15 CD10
Mantle cell lymphoma CD20,CD5 CD10
Anaplastic large cell ymphoma CD30, ALK CD10

Diffuse large B cell ymphoma CD10,CD20 CD5 (rare), CD30 (rare)



Chromosomal Geneinvolved Typical disease

translocation 30
t(14;18) (9q32;921) Bcl-2 Follicular lymphoma

t(11;14) (q13;932) Bcl-1 Mantle cell lymphoma

t(8;14) (q24;,932) Myc Burkitt's lymphoma

t(2;5) (p23;935) ALK Anaplastic large cell ymphoma

_iomarker Relevant disease Prognosticimplication

SOX11 Mantle cell Poor

Myc and Bcl2 coexpression Diffuse large B cell Poor

CcD10 Diffuse large B cell Good

[ J
Genet' k ALK Anaplasticlarge cell Good
degisiklikler T e

BCL-2 Apoptosis Decreased survival in ABC-like

2 2 expressing BCL-2
'yo e ' e 9 e r Ki-67 Proliferation Expression associated with increased

proliferative rate and decreased survival
in MCL, PTCL, and DLBCL

FOX P1 Transcription factor Poor survival in cases with strong
expression (DLBCL)

BCL-6 Transcriptional repressor, marker of Improved response and survival in BCL-

germinal center origin 6—positive DLBCL

CD10%; or CD10°, Markers for GCB-like subtype Improved survival vs. non-GCB

BCL-6", MUM1~ (DLBCL)

CD10-, BCL-67; or Markers for non-GCB subtypes Decreased survival vs. GCB (DLBCL)

CD10, BCL-6%,

MUM1*

MYC plus BCL-2  Proliferation and apoptosis Double expressor DLBCL, poor
prognosis, but better than double hit

TP53*, CDKN1A- Proliferation and apoptosis TP53 mutation, poor prognosis DLBCL
and PTCL

Abbreviations: ABC, activated B cell; ALCL, anaplastic large cell lymphoma; DLBCL, diffuse large B-cell
lymphoma; GCB, germinal center B; MCL, mantle cell lymphoma; PTCL, peripheral T-cell lymphoma.



EPIDEMIYOLOJI

Kronik lenfositer losemi (KLL) 4,2/100,000/yil sikligi ile en sik
gorulen losemi tipidir. Ortanca gorulme yasi 67-72 arasindadir. KLL
hastalarinin %10'u 55 yasin altindadir. Erkeklerde kadinlara gore
yaklasik iki kat daha fazla gorulur.

KLL tanisi asagidaki kriterlere gore konur (1):

[ d
K"O"'k « Cevresel kanda >5,000/mm3 monoklonal B lenfositoz varlig.

Dolasimdaki B lenfositlerin klonalitesi akim sitometriile dogrulanmalidir.

Lenfositer
Losemi Nocc o, % 0
KLL ) @

KLL hdcreleri, B hicre ylzey belirtegleri (CD19, CD20 ve CD23) .
disinda CD5 de tasirlar. Yuzey immunoglobulin, CD20 ve CD79b normal
B lenfositlere gore daha dusuk ifade edilir. Losemik hucre klonu kappa
veya lambda hafif zincirlerinden birini tasir.
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Tablo 1. Modifiye Rai ve Binet prognostik siniflamalari

Evreleme Klinik Ortalama
sagkalim (yil)

Rai Evrelemesi

Dusuk risk

Rai 0 Lenfositoz >15,000/mm3* >10

Orta risk

Rai | Lenfositoz ve lenfadenopati >8

Rai ll Lenfositoz ve hepatomegali ve/veya splenomegali
+/- lenfadenopati

Yuksek risk

Rai lll Lenfositoz ve Hb <11 gr/dL +/- lenfadenopati/ 6,5
organomegal

Rai IV Lenfositoz ve trombosit <100,000/mm3 +/-
lenfadenopati/organomegali

Binet Evrelemesi

Binet A Hb 210 gr/dL, trombosit 2100,000/mm3, <3 lenfatik  >10
bolgede tutulum

Binet B Hb =210 gr/dL, trombosit 2100,000/mm3, 23 lenfatik  >8
bolgede tutulum

Binet C Hb <10 gr/dL, trombosit <100,000/mm?3 6,5

Lenfatik Bolgeler: 1- Waldeyer halkasi dahil bas, boyun bolgesi (birden ¢ok bdlge olsa da bir
bolge olarak kabul edilir), 2- aksilla (her iki aksilla bir bolge olarak kabul edilir), 3- inguinal (her
ikiinguinal bir bolge olarak kabul edilir), 4- palpe edilebilen dalak, 5- palpe edilebilen karaciger
(klinik olarak biyumis). *Rai ve ark.nin orijinal makalesinde (2) lenfosit >15000/mm? olarak
tanimlanmasina karsin 2016 Kronik Lenfositer Losemi Tani Kriterleri'nde lenfosit >5000/mm?3
olarak revize edilmistir.



Tablo 2. Genetik risk faktorleri (8)
Genetik isaretler

del(17p) ve/veya p53 mutasyonu
del(11q)

Trizomi 12

del(13q)

NOTCH1 mutasyonu®

SF3B1 mutasyonu®

BIRC3 mutasyonu®
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Prognoz
Yuksek risk

Orta-ylksek risk
Orta risk

Dusuk risk
Orta-ylksek risk
Orta-yuksek risk
Yuksek risk

*Zorunlu olmayan ancak gelismis merkezlerde onerilen molekiler parametreler.



YENI TANI KRONIK LENFOSITER LOSEMI

|
v 1

SEMPTOMATIK BINET C VEYA RAI lll-IV ASEMPTOMATIK BINET A-B VEYA RAI 0-1l
¥ v
,I, ,l, Semptomatik olana kadar
bekle-gor
del(17 p) mevcut degil

del(17p) mevcut

¥ v
ibrutinib l V]r

J’ Fit Unfit
ibrinutibe uygun J' \lp
olmayan hasta FCR Klorambusil+obinutuzumab veya
Venetoklaks veya yas >65 ise BR klorambusil+rituksimab veva
idelalisib+rituksimab

klorambusil+ofatumumab veya

ibrutinib
K l l 4 R: Rituksimab, FCR: Fludarabin, siklofosfamid, rituksimab, BR: Bendamustine rituksimab
o . o )
Niks/Tedaviye direngli kronik lenfositer |Gsemi
I v

! |

lik tedaviden 36 ay 6nce nilks Ik tedaviden 36 ay sonra niiks
! v ' |
) 17p/p53 17p/p53
Unfit Fit mevecut mevcut degil
- Fit
Klinik aragtirma Unfit il
. inik caligma
Ibrutinib Ibrutinib AntiCD20+
Ibrutinib Baglangigtaki
Venetoclax+R Ibrutinib Kiorambusil || tedaviyi tekrarla:
Venetoclax+R e kullamiimigsa: FCR veya BR
s Idelalisib+R Venetociax Ibrutinib l
elalisib+ ECR (BR brutinib
sg nr a[Sl) ldelalisib+R Venetoclax
Venetoclax
Idelalisib+R
Idelalisib+R

R: Rituksimab, FCR: Fludarabin, siklofosfamid, rituksimab, BR: Bendamustine rituksimab
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Multiple myeloma
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My eloma




PET-BT/MR
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Multipl

Myeloma

Multipl myelom

«  Kemik Iligi Klonal
Plazma Hucre
Orani =%10*

veya

« Biyopsiile
kanitlanmis
ekstrameduller
plazmasitom

ve

Myelom Tanimlayici

Olay Varlig::

Enaz bir veya daha

fazla CRAB belirti veya

bulgusunun olmasi
(Tablo 2)

veya
Enaz bir veya daha

fazla SLiM kriterinin
bulunmasi (Tablo 2)
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Tablo 2. Myelom Tanimlayici Olaylar (MDE)
SLiM Kriterleri CRAB Belirti ve Bulgulari

+ (S) Kemik iligi Klonal Plazma .
Hicre Orani 2%60,

+ (Li) Etkilenen/Etkilenmeyen
Serum Serbest Hafif Zincir Orani
=100%,

+ (M) TUm viicut MR'de birden *

fazla 5 mm veya daha blylk
odaksal lezyon varlig.

(C) Artrmis Serum Kalsiyum Dizeyi:
Serum kalsiyumunun laboratuvar Ust
limitinin en az 1 mg/dL Uzerinde olmasi
veya serum kalsiyumunun 11 mg/dL nin
uzerinde olmasi,

(R) Babrek Yetmezligi: Kreatinin
Klirensinin 40 mL/dk'nin altinda olmasi
veya Serum Kreatininin 2 mg/dLnin
uzerinde olmasi,

(A) Anemi: Hemoglobin diizeyinin
normalin alt limitinin en az 2 g/

dL altinda olmasi veya Hemoglobin
dizeyinin 10 g/dLnin altinda olmas,
(B) Kemik Lezyonlari: Tum vicut BT
veya PET-BT'de bir veya daha fazla
osteolitik lezyonun olmasi (Tum viicut
BT veya PET-BT'de 5 mm'den biylik
osteolitik lezyon. PET'de artmis FDG
tutulumu olmasi gerekmez).

* Etkilenen serbest hafif zincir duzeyi 10 mg/dLnin Uzerinde olmalidir. Eger tek MDE Serbest
Hafif Zincir orani bozuklugu ise ozellikle etkilenen hafif zincirin idrar atibiminin da oldugunun
gasterilmesi ve bu dogrultuda klinik degerlendirme yapilmasi nemili olacaktir.



MGUS-
Smolderind

MGUS (Onemi Bilinmeyen
Monoklonal Gamopati)

IgM dist MGUS (IgG & IgA) [Btiin
kriterler karsilanmali]

«  Serum M (Monoklonal) Proteini
« <3g/dL

«  Kemik Iligi Klonal Plazma Hiicre
Orani <%10*

+ Idrar M proteini <500 mg/24 saat

B cell Plasma Cell
membrane Ig (BCR) secretory Ig (Ab)

=
----------------- - @Y
I'I

SMM (Smoldering
Multipl myelom)

Serum M Proteini

>3 g/dL
veya

ldrar M Proteini =
500 mg/ 24 saat

ve/veya
Kemik iligi Klonal
Flazma Hucre Orani
% 10-60*

Ve

Amiloidozun eslik
etmemesi

Ve

Hicbir Myelom
Tanimlayici Olayin

(SLiM ve CRAB)
bulunmamasi
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Tablo 6. Multipl Myelomda Yiksek Riski Belirleyen Faktorler

Hastaya Ozgiil Faktorler Hastaliga Ozgiil Faktorler
+ Yas + |SS evresi-R-ISS evresi
« Komorbiditeler (Kardiyak « Koti prognostik etkileri bilinen
Hastaliklar, Diabetes Mellitus gibi) sitogenetik anomalilerin varligi
+ Dusuk performans durumu * Yuksek LDH, Plazmablastik hucre
+ Bobrek hastaligi morfolojisi
« Artmis plazma hiicre proliferasyon
hizi

+ Tanida bobrek fonksiyon bozuklugu

 Yiksek sayida (=400 hiicre/
mikrolitre) dolasan plazma hiicre
sayisi*

« lik disi hastalik (Ekstramediiller
plazmasitom veya plazma hucreli
l6semi)

» Yanitsizlik durumu (Optimal tedaviyi
takiben gelisen erken niiksler)

» Tedavi sonrasi minimal kalinti
hastalik ve kot sitogenetik (veya
eklenen kotu sitogenetik dzellikler)

« Indiiksiyon tedavisine yetersiz yanit
Koti Prognostik Sitogenetik Anomaliler Koti Prognostik Etkisi Olmayan

Sitogenetik Anomaliler (Standart risk

+  Kompleks karyotipik anomali
veya notral etki)

o t414)% t(14;16)7, t{14;20)°

» del 17p* (heterozigot TP53
mutasyonuna neden olur)

Trizomiler (Tek sayili kromozomlarin
trizomileri) (1,13,21 harig)

o 16;14)
t(11:14)*

« Hiperdiploidi (tek sayili
kromozomlarin trizomileri kotu

+ 1qg amplifikasyonu (+ kopya sayisi)*
» Ylksek Riskli Gen Ekspresyon Profili
» 1pdelesyonlan

* Hipodiploidi sitogenetik ozellikleri dengeleyebilir)
"Bu genetik anomalilerin herhangi *Plazma hiicreli [Gsemi veya AL-
ikisinin birlikte varligi Double Hit, amiloidoz ile iliskili olabilir.

Ugunun birlikte varligi Triple Hit Myelom

Not: Daha o 113qg'da kotu risk
olarak adlandirilmaktadir. LR e R LT

grubundaydi ancak neredeyse ¢ogu
myelom hastasinda saptandigindan
dolayi risk gruplandirmasindan
cikarilmistir.



Four classes of agents that can be used to treat multiple myeloma.

Targeted Therapies

(Proteosome inhibitors, BRAF Immunomodulators
inhibitors, mTOR inhibitors, Anti CD-
38 inhibitors, HDAC inhibitors, MEK

inhibitors, Akt inhibitors, Anti IL-6
inhibitors

(Thalidomide, Lenalidomide,
Pomalidomide )

- Agentsin treatment

MM-llaclar ~ of Myeloma

Immune Check point inhibitors Standard chemotherapy

( PD-1 and PD ligand-1 inhibitors,
SLAMF7 inhibitors)

(Melphalan, Cyclophosphamide,
Anthracyclines, Platinum based
chemotherapy)

Rimda Wanchoo et al. CJASN 2017;12:176-189

CJASN

©2017 by American Society of Nephrology
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Yuksek Doz
Kemoterapi
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Hodgkin
Hodgkin
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HL-HDL

karsilastirma




B ve T/NK hicreli
kokenli HDL

karsilastirma




Hodgkin

Tedavi Secenekler
Tedavi Yanitlari

farki Hodgkin
Dis1




Hodgkin

Lenfoma

EPIDEMIYOLOJI

En sik genc eriskinlerde 20-40 yaslari arasinda gorulurken, gorulme
sikligi 55 yasindan sonra ikinci bir artis gosterir. Toplumda 2,3/100000
oraninda gorilir. En sik klasik Hodgkin lenfoma (HL) alt tipi (%95)
gorulirken daha az siklikla nodiiler lenfosit predominant HL (NLPHL)
alt tipi gorulur (%5).

TANI

Tani icin eksizyonel lenf dugumu biyopsisi tercih edilmelidir. Acil
tedavi gerektiren nadir olgularda cekirdek (core) biyopsi uygulanabilir.
Patoloji preparatlari guvenilirlik acisindan deneyimli hemato-patologlar
tarafindan Diinya Saglik Orgiitiison siniflamasina géredegerlendirilmelidir
(1). Klasik HL'da Reed-Sternberg hicreleri gorilirken NLPHL'da lenfosit
baskinligi gordlir (1). KL gorilir. Reed-Sternberg hicreleri CD30 ve
CD15 ile boyanirken bazen CD20 (+) ve CD45 (-) saptanir. Lenfosit baskin
hicreler CD20 ve CD45 ifadesine sahip iken, CD15 ve CD30 ifade etmezler.
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Hodgkin

Lenfoma

EVRELEME VE RiSK DEGERLENDIRMESI

Evrelemede gozden gecirilmis Ann Arbor sistemi kullanilir. Evreleme
amacli pozitron emisyon tomografi/bilgisayarli tomografi (PET/BT)
oncelikli tercih olmakla birlikte, PET/BT’e ulasilamayan merkezlerde
kontrastli toraks ve abdominopelvik BT yapilmalidir. Kemik iligi
biyopsisinin PET/BT incelemesi yapilmis hastalarda yapilmasina gerek
yoktur (2-4). Evrelemede lenf digimlerinin dagilimi dikkate alinmalidir.
Evreleme ile birlikte yas, sedimentasyon, B semptomlarinin varligi,
kitlesel (Bulky) hastalik, tutulu alan sayisi gibi (Tablo 1) dediskenlere
gore hastalar 3 risk grubuna ayrilir:

1) Erken evre iyi risk (evre 1-2, herhangi bir olumsuzluk faktord yok),

2) Erken evre kot risk (evre 1-2, olumsuzluk faktorlerinden herhangi
birine sahip hastalik),

3) ileri evre (evre 3-4 hastalik).
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Hodgkin Lenfoma

2kUr sonrasl
PET-CT standart

Tablo 3. Deauville kriterleri

Skor 1: Tutulum yok

Skor 2: Tutulum < mediasten

Skor 3: Tutulum > mediasten < karaciger

Skor 4: Tutulum > karaciger (orta derecede artmis)

Skor 5: Tutulum > karaciger (belirgin artmis) ve/veya yeni hastalik alanlari

Skor 10: Lenfoma ile iliskili gibi durmayan yeni tutulum alanlan
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Erken evre 2 kiir
Iyi risk = | ABVD |=* | Deauville 1-4 - | 20Gy
TART
Erken evre 2 kiir 2 kiir
lyi risk =+ | ABVD |== | Deauville 1-2 - ABVD
- 2 kiir ABVD + 30 Gy RT
= | Deauville 1-3 = | 4 kiir ABVD
Erken evre | .| 2 kiir
Kot risk ABVD = | 4 kiir AVD+/- RT
— .
Deauville 45 | = ™2 kiir yilksok doz
BEACOPP + 30Gy
TART

6 kiir yilksek doz BEACOPP £ RT
(Segilmis hastalarda)

Hodgkin

lleri

evre
l e nfo m a s | Deauville 1-3 | = | 4 kiir ABVD/4 kiir AVD £ RT
2 kiir

ABVD

!

= | Deauville 4-5 4 kiir yliksek doz BEACOPP £ RT

2Kkiir | | Deauville | | 5 i ABVD

ABVD 1-3 I

Deauville - Negatif

4-5

biyopsi

onerilir - Pozitif ise
direncli
hastalik

kabul edilir

Sekil 1. Hodgkin lenfoma tedavi algoritmasi
ABVD: Adriamisin, bleomisin, vinblastin, dakarbazin, RT: Radyoterapi, TART: Tutulu alan radyoterapi,
BEACOPP: Bleomisin, etoposid, adriamisin, siklofosfamid, onkovin, prokarbazin, prednizon



Yavas seyirli (Low
Grade=Indolan)

Hizl1 seyirl

Hodgkin Dis|

Lenfomalar (Intermediate
(HDL=NHL) Grade=Agresif)

Cok hizli seyirli

Yiksek Grade=Cok
Agresif)




Yavas KLL/SLL
Seyirli
Lenfomalar

Follikuler L
Marginal Zone Lenfoma

 Diffiiz Biiyiik B hiicreli
Hizh Seyirli gt

QOk Hizla e Burkitt Lenfoma
Seyirli
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Baslangic Tedavi

Monoklonal antikor Kemoterapi

(Anti CD20) | ABVD

+Kemoterapi

R-CHOP
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3-4 kiir
sSOonrasi

¥ ,
Yanit / / \\
degerlendirme |

Tam Kismi Stabil Progresif
Ya_n]_t Yanlt Hastalik Hastalik




6kiir sonrasi
Tomografi/PET

Tedavi Sonu
Yanit
degerlendirme | | Klsml\ | Stabﬂ\ ngtrﬁf




Relaps Hastalik
=Hastaligin nuksu

Refrakter Hastalik
=Tedaviye yanit vermeyen

Kurtarma
Tedavisi=

Salvage Tedavi

Yanait
degerlendirme
- Yanit var

Otolog Kok
Hiicre Nakli
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Anti-CD30
Brentuximab

Yeni Tedavi

SecenekleriHL

PD-1
Blokerleri

Nivolumab




BTK inhibitor Imid

[brutinib Lenalidomid
Yeni Tedavi

SecenekleriHDL

Anti CD79 bcl-2 inhib
Polatuzumab venetoclax




Survival Rates, %

Five-Year Relative Survival Rates by Year of Diagnosis
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Figure 2. Source: SEER (Surveillance, Epidemiology. and End Resuits)
Cancer Statistics Review, 1975-2016. National Cancer Institute; 2019.

*The difference in rates between 1975-1977 and 2009-2015 is statistically
significant (p<.05).

“Survival rate among whites (the only data available)
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LPH da Acil

Tedavi

European Journal of Cancer 78 (2017) 5360

R E?' Available online at www.sciencedirect.com
ScienceDirect
& QN
FI SEVIFR journal homepage: www.ejcancer.com
Original Research
Emergency admission and survival from aggressive @Cmssmrk

non-Hodgkin lymphoma: A report from the UK’s
population-based Haematological Malignancy Research
Network

Eleanor Kane ", Debra Howell *, Alexandra Smith “, Simon Crouch *,
Cathy Burton ® Eve Roman “*, Russell Patmore ©

Y Epidemiology & Cancer Statistics Group, Department of Health Sciences, University of York, York, YO0 5DD, UK
b Haematological Malignancy Diagnostic Service, Bexley Wing, St James's University Hospital, Leeds, LS9 7TF, UK
© Queen's Centre for Oncology and Haematology, Castle Hill Hospital, Cottingham, HUI6 5J0, UK

Received 13 Januvary 2017; received in revised form 9 March 2017; accepted 13 March 2017

KR8



Acil Klinik

Durumlar
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Spinal Kord Kompresyonu

Perikardiyal Tamponad

Hiperkalsemi (Eriskin T hiicreli Losemi Lenfoma)
Superior ya da inferior Vena Cava obstriiksiyon
Hiperlokositoz (BveT hiicreli lenfoblastik 16semi/le
Akut Solunum Yolu Obtruksiyonu (Mediastinal Linfoam)
Lenfomat6z Menenjit ya da SSS kitlesi

Hiperiirisemi ve timor lizis sendromu

Hipervizkozite Sendromu (Lenfoplasmositik lenfoma
Waldenstrom Makroglobulinemsi)



Doktor
*FM: LENFADENOPATI

‘Cerrahi Konsultasyon

-Patoloji,




Tiirk Hematoloji Dernegi
= o L7

ULUSAL TANI VE TEDAVI KILAVUZU 2020
MULTIPL MYELOM |m
TANI VE TEDAVI *
KILAVUZU e
- LENFOMA

TANI VE TEDAVI KILAVUZU

Siiriim 1,3 - Mart 2018

» www.thd.org.tr kilavuzlar Ucretsiz sadece

kayit olmak yeterli!
" Lymphoma Handbook 2016

Handbook of Lymphoma

Kaynaklar

= Uptodate AUTF Kiitiiphane!!!

@\ Adis




