LYMPHOMAS

Non-Hodgkin "s lymphoma ILI.

Diagnosis - Staging ~ Treatrnent -
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Whai'todovwe aree & iformilymphoma
diagnosis?

P Biopsy sarmpleailwaysnecded!CFhemorne
the better!

UPARy lesion sussreaiddDimalgganacytsiuddld
be removall oot bimpiedd

GF’N on-invasive ¢r /,minimally invasive
diagnostics - often takes minghy much longer,

P

rine needle aspiraiion today is obspiete ani
should not be used



Lymphomas S what are we looking
ar?

P Moiphelhgy: large v. smsll cells, nodular v.

diffuse growth

P Innuwnohistochenmisticy,

inpunocytochaimistiry: characteristical
combination of markers for particutar tamor

UPClinizal characteristics

I}Cyte)gemaim molecular biology: minimal

residual diseaseormarkers

I}Geﬁeexpreﬁmnpmiﬁlng Targets for

smart drugs
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Stugjing: Detzrmiwdition of e
exitend of disease

Alllvays:

&Hbrory, ohysical ex@mingtion, WEC,
biochemistiy (LIDEH!))

FWhole body CT or

UPET-CT: curanitlyrecommended for all FDG
avid lymphomas: HL, DLBCI,, fFL..)

UFBone msrrow biopsy: not mandatory for
Hodgkinés sundl DLBCL



Staying 11
Only baseadl aanctiiiicdlsitivsaion:
ﬁ;imjlgscopy
WP Central nervous system evatuation (MRY) CSY
examin »-lmn)
P Other gan biopsies(livest..)
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Evalaakion ef patiemtn,fitressA - pbdlity to wceive
therapy:
© C G, echorardiogranphyy spircmetryy, thiyiroid
gland hormones:..



Lymphoma diagnosis based on
chestt X-ray




Large lymphoma mass in
abdomen

Coriwpressed 8:1
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Positraon cenmisssion! domogmaphy
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PET-CT scans:meggediimages I




Staying according o Advin Artbor
classiifieation (orginadlly for
Hodgkin's lymphoma)




More reéfiamedr pgognéstiecotvols &
progneosticiindegesinEnhetmational
prognosticiindex!/CLPL) for
aggressive |\ympluonis

Rizikové faktory

Mira
rizika

Statisticka
vyznamnost

Jednotlivé rizikové skupiny

IP1

Vek =60 let

LDH > norma

Performance status = 1
Klinické stadium III nebo IV
Postizeni >1 extranodalniho
organu

aalPI (<60 let)
Klinické stadium III nebo IV
LDH > norma

Performance status = 1

1,96
1,85
1,80
1,47
1,48

p <0,001
p <0,001
p<0,001
p<0.,001
p<0.,001

IPI
Nizké riziko
Stiedné nizké riziko

0-1 faktor
2 faktory
3 faktory

4-5 faktorn

Stiedné vysoké riziko
Vysoké riziko

aalPI (<60 let)
Nizké riziko

Stredné nizké riziko
Stredneé vysoké riziko
Vysoké riziko

0 faktord
1 faktor

2 faktory
3 faktory
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Tredtmeent of lymphoma



Tredtmrent moaalitizs

&Chem@ﬂm@m@y
&mmmmmnmtdﬁnempy + monodclaml antibodies
U Cold
LPRadioactive
P Immunotoxins
&Ra@‘]mthempy

&Amﬂmﬂ@g@m sterm «dl tramsplant
&AHI]@@emeﬁi@ stem il tramsplant
LPNew treatments, smslll molecuiles



Chemotheragpy

WP First-line or salvs e treatmennt

P Curative or valliative

P Ususlly combinexd

Most fiequent fiist-line for non-Hodgkincs lymphoma:
UPCHOP: cvklofosiamid, adriamyein, vincristin, prednison
Re&imy zachranaédécbhinr ann® | ®| by :

WP Zaioent vésinoi na platinéaetoposidu

U vylécitelnych nadordnby nalim eilem mélolbyth |
wlécitepadienta paapevnipoklsa N a



Chemotheraypy & salvage and
pallaiiee teediment

l}: ilvage treatinent: with curative intent

Both HILand NHIL: basatlmostly on cisplatin,
etoposid] Aia-C

FESHAP: etoposide; methylprednisolon, Ara-C,
cisplatin

UbP slliative treatment: may be monotherapy or
rild combination treatment, ususlly oral

.

(chlorambucil, cyclophosphizmnide; steroids

<



Immumoffezeapy

&Pﬁﬁm(amﬁibodies)
l},,Cold’"’ ~Ghot =limmunotoxins
DFRituxinrab (Ritoxan, MEabliera)
DFOY Ihyitumonssh ticétan (Zzwalin)
Srentuximab vedotin (Adcetris)
P Alone or with chemotherapy
UPActive immunotherapy - vaccination: not very
suceesstull sedar



Cold ant/bulées 8 mechanisms

Antibody-dependent! Complement dependesnt
Cellular cytotoxicity Cytotoxicity



Zevalin® (°y-Lbitumomab Tieeetan)
radivimmunoconjugate

Monoclonal » Ibnfitunoonatb
clplijefele)Y — Viouse menopoicnad
antibody
» Tiwsetan (MX-DTIPA)

— Conjugates with
anntibody, enables
stable retention of
retenci "' Yttrium

Chelator

Y radionuclide



Crossfice effett of
immunocorjugate

5.3 mm



Structure of Brentuximab Vedotin (B-Vedotin)

<+— CD30 binding site
Light chain —»
MMAE @
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B-vedotin (1)
internalized, traffics

vedotin (Adcelfrds):
ADC Internalization Pr()cessspacer o anw.,:- CD 30 #
hscsone VRS bnds CD30 %

B-vedotin ‘l
i aursitdathin E
® e ©
) ® Free MMAE - can
) J produce cytotoxicity
j, N in tumor microenvironment
/( 3) (4]
Linker cleaved, :
MMAE released

MMAE disrupts microtubules,
leads to apoptosis

ADC = antibody-drug conjugate; MAB = monoclonal antibody; MMAE = monomethyl|
auristatin E (microtubule-disrupting agent)



Autvlograus tramspiandéddion




