Treatment of lymphoma



Treatment modalities

» Chemotherapy

> Immunotherapy — monoclonal antibodies
» Cold
> Radioactive
> Immunotoxins

> Radiotherapy

> Autologous stem cell transplant

> Allogeneic stem cell transplant

> New treatments, small molecules



Chemotherapy

Curative or palliative

> Usually cornbined

Most frequent first-line for Hodgkin lymphoma:

>ABVD: adriarnycin, bleomycin, vinblastin,
dacarbazin

Most frequent first-line for non-Hodgkin‘s
lymphoma:

>CHOP: cyklofostarmid, adriarmycin, vincristin,
prednison

Rezimv zachranné lé¢bv:



Chemotherapy - salvage and
palliative treatment

> Salvage treatment: with curative intent

Both HL and NHL: based mostly on cisplatin,
etoposid, Ara-C

> ESHAP: d detoposide, methylprednisolon, Ara-C,
cisplatin

> valliative treatment: rmay be rmonotherapy or
rild corn® freal | |
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Immunotherapy
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> Passive (an
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>1\{Juxumu (Rituxan, Ma

bodies)

W
>9@\Y [briturnormab tiuxetan (Zevalin)
> srentuximab vedotin (Adcetris)
> Alone or with chermotherapy
> Active immunotherapy — vaccination: not very

suiccesstull so Tar



Cold antibodies - mechanisms




Zevalin® (*°Y-Ibritumomab Tiuxetan)
radiocimmunoconjugate

, IbFitumomab

Monoclonal
antibody — Mouse rmonoclonal
antibody
, Thuxetan (MX-DTPA)
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Crossfire effect of
immunoconjugate




Structure of Brentuximab Vedotin (B-Vedotin)
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ADC = antibody-drug conjugate; MAB = monoclonal antibody; MMAE = monomethyl|
auristatin E (microtubule-disrupting agent)



Autologous transplantation

recovery




Allogeneic transplantation

» Healthy HLA-identical sibling or HLA-
matched unrelated donor

Patient = & -
' I \ »

o

Healthy donor Cell separation

Cell Infusion




How to evaluate treatment
response?
>C0mplete remission — negative CT (PET-CT),
bone marrow, normal laboratory, no
syrmptoms...
> Partial remission — rore than 50% regression
» Stable disease — |
progression
>Pr0gr~essi0n relapse — new lesion or increase of
existing lesion 50% or more
>Minimal residual disease — can be found only
by very sensitive methods ( ACS, molecular
biology...)
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Non-Hodgkin's lymphomas in
Czech republic (KLS, 2012)
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cxample of aggressive
lympnoma:

DIFFUSE LARGE B-CELL
LYMPHOMA
(DLBCL)



Natural history:
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Treatment fa llure allways means poor
prognosis
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Diffuse large B-cell lymphoma
(DLBCL)

> A Aggressive, CD20 positive

> Not homogenous disease: GC, ABC, mediastinal B-
lyrmphorma, prirnary CNS lymphora ...
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> Oncogenes: Bel-2 - t(14:18), Bel-6 —
t(8;14)
> Double and triple hit lymphomas

» Median age >60 years

(3314), c-rmy

> 15-20% have bone rnafrow infiltration

> B-symptoms frequent



How to approach DLBCL at
diagnosis

> 1! Allways chemoimmunotherapy (R-CHOP) —
even in stage I disease!! (DLBCL is CD20+)

> K rRadiotherapy only in bulky disease (>10 cm)
or according to PET

> vatient who does not achleve PE’T-.negative
cormplete rernission after first-line treatraent,
continues salvage treatment immediately



DLBCL: fate of patients before
rituximab
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PATIENTS RELAPSES 3-YEAR
AT Risk OR DEATHS ESTIMATE

— CHOP 225
- m-BACOD 223
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DLBCL: fate of patients in
rituximab era
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DLBCL prognosis - R-IPI:
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0 risk factors
10% patients
94% PFS at 4 year
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0% PKS at 4 years
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Approach to DLBCL at relapse

> Curative v. Palliative treatment
> Salvage rre

etoposide, steroids

lmens: R + cisplatin, carboplatin,

e

> Autologous transplant if possible (in patients
responding to salvage treatment, up to 65-70

years)
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Salvage therapy in DLBCL: platinum-
based regimen + ASCT (before
Rituximab)
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Salvage therapy in DLBCL: platinum-
based regimen + ASCT (with
rituximab)
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cxample of indolent
lympnoma :

FOLLICULAR LYMPHOMA
(FL)



Natural history of indolent
lymphoma

> [ncu :«ubla, but —

> relapsed disease still usually have good
prognosis!



Follicular lymphoma - change
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FL - approach at diagnosis

> Patients with localized disease:
localized radiotherapy
rmonotherapy antiCD20 (rituximab)

> Advanced disease, no symptoms:
watch ana walt
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rmonotherapy antiCD20 (rituxirmab)
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> Treatment indications (GELF, BNHL criteri
rmonothrapie antiCD20 (ritu Jmab)
cinemmmmnmwrmemy/ R-COP, R
OP) + rituximab maintenance



FL - approach at relapse (1.,
3....)

> Time to relapse x course (indolent, aggressive)
> 1! New biopsy desirable (risk of transformation)

> Possible approaches:

Watch and wait again
Rituxirnab monotherapy
Radioimrmunotherapy (Z

a¢ 24
fiue sare or ¢ Ju rerremt chemwmerapy (R-COP, R-
b \

Salvage treatment autologous transplantation
Allogeneic transtorrmation, but infrequently

e



HODGKIN'S LYMPHOMA
(HL)



Natural history of Hodgkin's
lymphoma

» Ver y variable behaviour: indolent or
> 9’@% in:«we above dl]apinragfm dlsease,

> Most patlents are eured by first-line
treatment



HL - approach at diagnosis

> Patients with localized disease, good risk:
2 cycles of chemotherapy (ABVD) + radiotherapy
> Patients with localized disease, intermediate risk:
4 cycles of chermotherapy (BEACOPY + ABVD) +
adiotherapy
> Patlents with advanced disease:

o cycles ol intensive chermotherapy (BEACOPY,

ABVD), radiotherapy only for PET positive
residual disease

All patients have similar prognosis (85-

90% cured), of course more treatment =

more side effects
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Fortschritte beim fortgeschrittenen Hodgkin
L ymphome
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Cum Survival

Hodgkin's Lymphoma in British Columbia

Outcome by Decade of Diagnosis
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HL - approach at relapse

> Platinum-based salvage treatment + autologous
transplant for most patients

- outcorne dependent on PET before transplant

> Relapses after autologous transplant:

- allogeneic transplant (quite poor outcormes)

brentuximab vedotin (prolongs survival, does not
cure)

- nivolumab (anti-PD1 antibody)



HL - survival after relapse
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Figure 1. PFS and OS of patients with Hodgkin lymphoma
(n=176).



Lymphomas summary

> Most frequent rmalignancies in people
around S0 yeals
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» One of most frequent mali
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> Deware of extremely variable

! (the Tastest way
» MAKE IT SIMPLE!! (the f

g

turmor diagnosis is biopsy)



