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Specifické aspekty Hodgkinova lymfomu

v Nador mlads$iho véku (median 35 let)
v’ Patfi mezi nejlépe 1é¢itelné malignity dospélého véku
v’ Pozdni komplikace |é¢by
v’ Hledani rovnovahy mezi efektem a toxicitou lé¢by
- idedlni kombinace CHT (rezim, pocet cyklu ) a
radioterapie (davka, technika)
- individualizace terapie
- nove léky
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Milniky v lécbé HL

50. léta

70. léta (MOPP, 50% OS)
ABVD/MOPP >MOPP (OS 84% vs 64%),
Bonnadona,1986)
ABVD >MOPP, Santoro, 1987

80. leta jako standard. Testovano proti rtznym
polychemoterapeutickym rezimum, Neprokazana
superiorta proti ABVD,vetsi toxicita.

90. leta

EF .. IF .. IN techniky, redukce davky
Individualizace lecby
(anti CD30 protilatka, HDAC,
MTOR inhibitory, IMID)



Hodgkin's Lymphoma in British Columbia

Qutcome by Decade of Diagnosis
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Fig 1. The actuarial risks of death from major disease categories

Risk 10y 25y

Cause of death

O Hodgkin’s disease 20,4% 24,2%

o Other than HD
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o Second cancer 2,3% 13,5%

. O Cardiovascular disease
35 1,2% 6,9%

Follow-Up (Years)

Numbers at risk
1032 918 796 513 272 100

Aleman, B. M.P. et al. J Clin Oncol; 21:3431-3439 2003
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Stratifikace do lécebnych skupin
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Casna prizniva stadia HL

Kombinovana lécba CHT + RT

GHSG HD7

(Engert, JCO 2007) 2xXABVD + EFRT 91% FFTFS5y
EFRT 75%

EORTC/GELA HSF 3MOPP/ABV+ IFRT 4y RFS99% OS 99%
(Hagenbeek, Blood 2000) STNI 80% 95%

Redukce CHT a RT

GHSG HD10 A 4xABVD+IF RT 30Gy Overall:

(Engert,Blood 2009) B 4xABVD+IF RT 20Gy 5y FFTF 93%
C 2xABVD+ IFRT 30Gy 5y OS 96%
D



Casna neprizniva stadia

CHT + RT

Optimalni pocet cykli CHT? Intenzita CHT? intenzita RT ?

intenzita CHT a RT

GHSG HD11 4xABVD+IF30 Gy

(Borchmann,Blood 2009) 4XABVD+IF20Gy
4xBEACOPPbas+IF30Gy
4xBEACOPPbas+IF20Gy

GHSG HD14 4xABVD+IF30Gy

(Engert, Blood 2010)

Overall:

Sy FFTF 85%
5y OS 94,5%

4yFFTF
89%
95%



Pokrocila stadia

Intenzita rezimu

GHSG HD9

(Engert, JCO, 2009) 10y FFTF 10y OS

4x COPP/ABVD 64% 75%

8x BEACOPP bas. 70% 80%

8x BEACOPP esc. 82% 86%

Pocet cyklu

GHSG HD15

(Engert, Lancet, 2012) 5y FFTF 5y OS

8x BEACOPP esk. 84 % 92%
89 % 95%

8x BEACOPP -14 85 % 95%

rezidua (11% pts)



Casna stadia, nové generace studii

Samotna chemoterapii oproti CMT + PET — directed nové
studie

EORTC (H10)

Favorable- ABVD x 3 + INRT vs. (ABVD x 2, PET+
escBEACOPP x 2 + INRT, PET — ABVDx 2)

Unfavorable- ABVD x 4 + INRT vs. (ABVD x 2, PET +
escBEACOPP x 2 + INRT, PET — ABVD x 4)

GHSG
HD 16 favorable - ABVD x 2 +30 Gy IFRT vs. (ABVD x 2, PET + 30 Gy
IFRT, PET —ABVD x 2)
HD 17 unfavorable - escBEACOPP x2 + ABVD x2 + 20 Gy IFRT
vs. (escBeaCOPP x 2, PET + ABVD x 2 + 20 Gy INRT,
PET —ABVD x 2)



Pokrocila stadia

Nové generace klinickych studii faze Ill, PET directed

UK LK, Nordic, ABVD x 2. If PET —ve, randomize to 4
RATHL Italy, cycles ABVD vs. 4 cycles AVD. If PET+ve,
Australia, 6 cycles BEACOPP-14.
Irish

ABVD x 2. If PET-ve, ABVD x 4, If PET+ve,
escBEACOPP x 6.

escBEACOPP x2. If PET +ve, randomize
to escBEACOPP % 6 vs. Esc BEACOPP x6
+ rituximab. If PET —ve randomize to esc
BEACOPF x 2 vs. escBEACOPP x 6.




Nase soucasna doporuceni pro
|écbu 1. linie podle GHSG

Casna prizniva stadia 2 x ABVD + IF RT 20 Gy

Casna nepfizniva stadia 2 x BEACOPP esk. + 2 x ABVD + IF RT 70 Gy

nebo (vék, stav)

4 x ABVD + IF RT 30 Gy

Pokrocila stadia 6 Xx BEACOPP esk. (rpi PET + reziduu)
nebo (vék, stav)

6-8xABVD +- RT




Nove léky testované u HL

Protilatky proti bunkam mikroprostredi
= Rituximab (CD20 B buriky a CD 20 LP bunky)
= [britumomab tiuxetan

= Alemtuzumab (CD 52 bunky mikroprostredi)

Cile na HRS bunkach

Léky ovliviujici signalizacni drahy

= Everolimus (TNFR signal., PI3K, mTOR)
= Bortezomid (NFkB)

= Panobinostat (HDAC inhibitor)

Dalsi
= Lenalidomid (imunomodulace, anti angiogenni efekt)
= Cytotoxické T lymfocyty (EBV + onemocnéni)



Brentuximab Vedotin (SGN 35)

]l po 4 dekadach registrovan novy lék poskytujici moznost cilené Ié€by HL

]l vysoka ucinnost u R/R forem HL u vyznamné predlééenych, prognosticky
nepriznivych pacientl (75%O0RR, 34% CR)

] specificka, nezanedbatelna toxicita, prevazné polyneuropatie gr 1 a 2, typicky
po dlouhodobém podavani, prevazneé reverzibilni

1 klinické testovani v €asnéjsich fazich lécby HL.



