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DLBCL, attekintés, unmet need

* Leggyakoribb lymphoma tipus (4/10 lymphomas eset)
* Novekvd betegszam, 2025-ben a becsult Uj esetek szama

~ 32.500 az USA-ban
~ 28.000 Nyugat-Eurépaban
Javulo varhato élettartam, oregedd tarsadalom, betegség incidenciaja 60 év folott no

* Rituximab alkalmazasa, jelentosen javitotta a kezelési eredmenyket, R-CHOP a
standard-of-care kezelés elsOvonalban, a 10 éves betegségmentes tulélés kb. 65%

* Abetegek kb. 40% relabald/refrakter (15% primer refrakter)

* A primer refrakter, koran relabald (3>6>12 hdonap) betegek prognozisa kulonosen
rossza, a median 0S~6 hénap

* R/R beteg ellatasa

Mento kezelés+AHSCT: KR-ben 40-50% a tartds remisszio aranya, de: szovodmenyek, betegek
egy része nem alkalmas

CAR-T sejtes kezelés: jelentls attorés a R/R betegeknek, akar AHSCT-re alkalmatlan esetekben
is, de itthon praktikusan nem elérhetd, alarmirozo hosszabb tavu szovédmények

Bispecifikus monoklonalis antitest kezelsek
Antitest-drug konjugatumok



Limited-stage I-1l DLBCL

A4
PET staging [V, A]

Test for double-hit lymphoma: rearrangement of MYC [V, A] and BCLZ if MYC is rearranged [V, B]
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Younger (<60 years), fit <80 years, fit <80 years <80 years
IP1 0, non-bulky aalPl 0, = bulk 27.5 cm IPI1 0-1, aalPl =1 IPI 22, aalPl =1
disease (<7.5 cm)

4 cycles R-CHOP 2 cycles R-CHOP 6 cycles R-CHOP [1, B]

+ 2 cycles R [I, A]® 3 cycles R-CHOP +
ISRT 30Gy [lll, B]

2 cycles R-CHOP 4 cycles R-CHOP +
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6 cycles R-CHOP [l, B]
6 cycles R-Pola-CHP [1, B]

3-4 cycles R-CHOP +
ISRT 30Gy {l, B]
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If unsuitable for

anthracycline®®4:

6 cycles R-CEOP
[, B]

If suitable for
anthracycline:

6 cycles
R-miniGCHOP®¢
[, B] 6 cycles R-COMP
[, B]
6 cycles R-GCVP

[, B]

R-Pola-CHP vs R-CHOP:
POLARIX vizsgalat

PFS novekedés (2 év: 6.5%,
3ev:7.7%

nagy rizikoju beteg-
csoportban ajanlott

https://doi.org/10.1016/j.annonc.2025.07.014
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Advanced-stage IV DLBGL E S M O

A

[ ] [ ]
PET staging [V, A] gUIdelIne
Test for double-hit lymphoma: rearrangement of MYC [V, A] and BCL2 if MYC is rearranged [V, B]

N N
Younger (<80 years), fita® Older (=80 years) or unfit

DLBCL -1V

6 cycles R-CHOP [I, A] 6 cycles R-Pola-CHP if If suitable for anthracycline: If unsuitable for anthracyclinese:

V4 °
IPI =22 [1,A] 6 cycles R-miniCHOP=* [lll, B] 6 cycles R-COMP [lll, B] . St a d I u I I I
6 cycles R-GCVP [lll, B]

6 cycles R-CEOP [IV, B]

End of induction: End of induction:

ISRT in collaboration with a radiation oncologist to site of initial bulky disease
=7 cm on a case-by-case basis or residual FDG-avid areas suspicious of
residual disease at EOT where tissue biopsy is not feasible [Il, B]

ISRT in collaboration with a radiation oncologist to site of initial bulky disease
=7 cm on a case-by-case basis or residual FDG-avid areas suspicious of
residual disease at EOT where tissue biopsy is not feasible [l, B]

Biopsy FDG-avid residual lesions wherever feasible [IV, B] Biopsy FDG-avid residual lesions wherever feasible [IV, B]

EOT HD-MTX CNS prophylaxis in younger patients from . ; ;
high-isk subgroups [N, CJ https://doi.org/10.1016/j.annonc.2025.07.014
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SUGGESTED TREATMENT REGIMENS2.P

FIRST-LINE THERAPY

Stage -l Stage Il (with extensive mesenteric Patients with Poor Left Very Frail Patients and Patients
(excluding stage Il with disease) Ventricular Function®:":9 >80 Years of Age with
extensive mesenteric or (all stages) Comorbidities’9
disease) Stage llI-IV (all stages)

« RCHOP (rituximab,®
cyclophosphamide,
doxorubicin, vincristine,

rednisone

Pola-R-CHP (polatuzumab

vedotin-piiq, rituximab,

cyclophosphamide,
doxorubicin, prednisone)

(smIPI >1)d (category 1)

Preferred regimens

* RCHOP (rituximab,®
c_yclqphosphamid_e, doxorubicin,

* Pola-R-CHP (polatuzumab vedotin-
piiq, rituximab, cyolophosphamlde
doxorubicin, prednlsone) (IPI >2)
(category ‘l)

Other recommended regimens

* Dose-adjusted EPOCH
(etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin) +
rituximab

Other recommended regimens

(in alphabetlcal order by category)

« DA-EPOCHD (etoposide, prednisone,
vincristine, cyclophosphamide,
doxorubicin) + rituximab

* RCDORP (rituximab, cyclophosphamide,
liposomal doxorubicin, vincristine,
prednisone)

* RCEORP (rituximab, cyclophosphamide,
etoposide, vincristine, prednisone)

* RGCVP (rituximab, gemcitabine,
cyclophosphamide, vincristine,
prednisone)

* RCEPP (rituximab, cyclophosphamide,
etoposide, prednisone, procarbazine)
(category 2B)

Other recommended regimens

(in alphabetical order by category)
+ RCDOP

* R-mini-CHOP

* RGCVP

* RCEPP (category 2B)

CONCURRENT PRESENTATION WITH CNS DISEASE!

« Parenchymal: systemic high-dose methotrexate (=3 g/m? given with RCHOP cycle that has been supported by growth factors). Different schedules have
been used for the integration of high-dose methotrexate with RCHOP; however, the Panel prefers day 15 of a 21-day cycle.

» Leptomeningeal: IT methotrexate/cytarabine, consider Ommaya reservoir placement. Systemic high-dose methotrexate (3—-3.5 g/m?) can be given in
combination with RCHOP or as consolidation after RCHOP + IT methotrexate/cytarabine
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Glofitamab-Gem-0xe [l, Al

[, B]

Polz-BR if polatuzumab-naive

r/r DLBCL®
e N
Progression within 12 monthg of completing first-line treatment Progression after >12 months of completing first-line treatment
A\l |
< v < v
A4 AV A A
Suitable for CAR-T therapy Unsuitable for CAR-T therapy Suitable for platinum-based Unsuitable for platinum-based
reinduction therapy and ASCT reinduction therapy and ASCT

Platinum-based immunoChT
(e.0. R-GDP) [1, B]

!

Options:
Glofitamab-Gem-0x [, A]
Pola-BR if polatuzumab-naive? [ll, B]
rafasitamab—lenalidomide [1ll, B
R-Gem-0x [, C]

\

A gyakorlatban
virtualis
lehetéségitthon

1

A

N
DS 4 PMR or CMR SMD or PMD N/
Suitable for
CAR-T therapy

-

‘ ASCT®[IV, B] \
| CAR-T therapy" [Ill, A]

Options:®

Glofitamab' [lll, A], glofitamab-Gem-0x¢ [, Al, epcoritamab' [Ill, A] or odronextamab’ [lll, A] if bispecific antibody-naive

Pola-BR if polatuzumab-naive [Il, B]
Loncastuximab—tesirine [lll, B]
Tafasitamab—lenalidomide* [lll, B]

https://doi.org/10.1016/j.annonc.2025.07.014
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SUGGESTED TREATMENT REGIMENS?2P

SECOND-LINE THERAPY®):K
(relapsed disease <12 mo or primary refractory disease)

Candidates for CAR T-Cell Therapy Non-Candidates for CAR T-Cell Therapy

* CAR T-cell therapy' Preferred regimens (in alphabetical order)

» Axicabtagene ciloleucel (CD19-directed) (category 1) B Epcoritamab-bysp + GemOx".©

» Lisocabtagene maraleucel (CD19-directed) (category 1) » Glofitamab-gxbm + GemOx":°

* Polatuzumab vedotin-piig + bendamustine™ =+ rituximab

Bridging Therapy Options (21 cycles as needed until CAR T-cell « Polatuzumab vedotin-piiq + mosunetuzumab-axgb":°
product is available) » Tafasitamab-cxixP + lenalidomide (excluding primary refractory disease)
* DHA + platinum (carboplatin, cisplatin, or oxaliplatin) £ rituximab
* GDP (gemcitabine, dexamethasone, carboplatin or cisplatin) + Other recommended regimens (in alphabetical order)

rituximab « CEOP (cyclophosphamide, etoposide, vincristine, prednisone) + rituximab
* GemOx = rituximab - DHA (dexamethasone, cytarabine) + platinum (carboplatin, cisplatin, or

* ICE = rituximab

« Polatuzumab vedotin-piiq * rituximab + bendamustine™

* ISRT (can be used as monotherapy or sequentially with systemic
therapy) (NHODG-D 3 of 4)

oxaliplatin) + rituximab
« ESHAP (etoposide, methylprednisolone, cytarabine, cisplatin) £ rituximab
+ GDP (gemcitabine, dexamethasone, carboplatin or cisplatin) + rituximab
+ GemOx (gemcitabine, oxaliplatin) + rituximab (if unable to receive
epcoritamab-bysp or glofitamab-gxbm)
» ICE (ifosfamide, carboplatin, etoposide) * rituximab
* MINE (mesna, ifosfamide, mitoxantrone, etoposide) + rituximab

Useful in certain circumstances

« Brentuximab vedotin for CD30+ disease®

* Ibrutinib" (non-GCB DLBCL)

* Lenalidomide = rituximab (non-GCB DLBCL)
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SUGGESTED TREATMENT REGIMENS2:P
SECOND-LINE THERAPY®:K
(relapsed disease >12 mo)
Intention to Proceed to Transplant No Intention to Proceed to Transplant

Preferred regimens (in alphabetical order) Preferred regimens (in alphabetical order)
« DHA (dexamethasone, cytarabine) + platinum (carboplatin, cisplatin, (| + CAR T-cell therapy (CD19-directed)' (with bridging therapy as needed;

or oxaliplatin) £ rituximab BCEL-C 2 of 7) (if eligible)
* GDP (gemcitabine, dexamethasone, carboplatin or cisplatin) + » Lisocabtagene maraleucel

rituximab * Epcoritamab-bysp + GemOx":°
* ICE (ifosfamide, carboplatin, etoposide) % rituximab \| * Glofitamab-gxbm + GemOx"-© (category 1) Y,

» Polatuzumab vedotin-piig + bendamustine'™ + rituximab

Other recommended regimens (in alphabetical order) | « Polatuzumab vedotin-piiq + mosunetuzumab-axgb"-° )
* ESHAP (etoposide, methylprednisolone, cytarabine, cisplatin) + | Tafasitamab-cxixP + lenalidomide )

rituximab
* GemOx (gemcitabine, oxaliplatin) + rituximab
* MINE (mesna, ifosfamide, mitoxantrone, etoposide)  rituximab

Other recommended regimens (in alphabetical order)

» CEOP (cyclophosphamide, etoposide, vincristine, prednisone) * rituximab

» GDP (gemcitabine, dexamethasone, carboplatin or cisplatin) * rituximab

* GemOx = rituximab (if unable to receive epcoritamab-bysp or glofitamab-
gxbm)

* Rituximab

Useful in certain circumstances

* Brentuximab vedotin for CD30+ disease“

* Ibrutinib™ (non-GCB DLBCL)

* Lenalidomide % rituximab (non-GCB DLBCL)




CAR-T sejt kezelés DLBCL-ben

* Afolyamat:

* Leukaferezis/T-sejtizolacio - virusvektorok segitségével genetikai modositas, az anti-CD19
kiméra antigén receptor expresszioja

* A megfeleloen elokezelt betegbe a modositott T-sejtek visszajutnak, az anti-CD19 CAR az
MHC-n tortkeno bemutatas nélkul képes felismerni a target antigént, a T-sejt aktivacid, expanzid
megtorteni

* Citotoxikus reakcidk (Perforin/Granzim és Fas/Fasl) apoEtoms indukciot eredmeényeznek a
daganatos sejtekben, citokin felszabadulas hatasara a lokalis immunvalasz er6sodik

* Perzisztencia: a CAR-T sejtek perzisztalnak a beteg keringésében (memoaria T-sejtként)

* Akezelés helye a DLBCL ellatasaban

* Masodvonalban:
* 12 hénapon beluli relapszusban a kezelésre alkalmas betegekben els6ként valasztandé (ESMO, NCCN)
* 12 hdnapon tuli relapszusban, amennyiben AHSCT nem jon széba

 Harmadvonalban indikaciéja van
* Elsdvonalban klinikai vizsgalatokban jo eredmények



CAR-T sejt kezelesek osszefoglalasa DLBCL-ben

Table 1 Results from Pivotal CD19 CAR T-cell clinical trials

Characteristic ZUMA-1"#8 JULIET? TRANSCEND*
Cellular therapy axi-cel tisa-cel liso-cel
Co-stimulatory domain CD28 4-1BB 4-1BB
Number (enrolled/treated) 119/108 165/115 342/268
Median age (range), yr 58 (23-76) 56 (22-76) 63 (18-86)
Prior autoSCT 21% 49% 33%
Bridging therapy 0% 92% 59%
Median turnaround time between apheresis and infusion, d /? 54 24 )
Best response (ORR/CR) rate 83%/58% 52%/40% 73%/53%
1-yr PES (of infused patients) 44% 35% 44%
1-yr OS (of infused patients) 59% 49% 58%

> Grade 3 CRS 11%* 22%" 2%

> Grade 3 NT . 32% ) 12% . 10% )

Riedel PA. Ther Adv Hematol 2020.. 11: 594-7



A CAR-T sejt kezelés korlatai DLBCL-ben

* Elerhet6seg:
 Itthon virtualis klinikai vizsgalaton kivul
e Gyartasifolyamat elhuzédé
* Koltséges
* Alkalmas T-sejt populacio hianya (kimerulés, megel6z6 kezelések)

* Mellékhatasok
e Sulyos CRS és ICANS gyakori
* Elhuzdédé citopénia, B-sejt aplazia, immunhiany
* Fokozott vérzeés, thrombosis kockazat, masodik malignitasok...

* Abetegség relapszusa gyakori
* Antigén vesztés, CD19 negativ relapszus (immun escape)
* T-sejt kimerulés
* Gyenge CAR-T sejt perzisztencia
* Akezelés utanirelapszus ellatasa kihivast jelenthet



Bispecifikus antitest (BsAb)
kezelések DLBCL-ben

Két kulonb6z6 antigénhez kapcsolddik szimultan, lehetbvé téve az
immunrendszer tumorellenes aktivaldodasat, jelatviteli utvonalak
gatlasat, célzott daganat ellenes cytotoxikus hatas kialakulasat,
hatasuk az MHC komplextél fuggetlen

BiTE: Bispecific T-cell engagers (blinatumomab, DLBCL-ben nem volt
hatékony), bispecifikus, egylancu antitest strukturak, Fc régio nélkul,
hamar bomlanak, folyamatos adagolas kell

DART: dual affility retargeting molekula, (tebotelimab: anti-PD1+anti
LAG3) Ph1, ongoing vizsgalat, van, amelyik tartalmaz FC rgiét, stabilabb

IgG-szerl bispecifikus antitestek: klasszikus 1gG struktura, Fc rgid
megtartott, jobb farmakokinetika, az Fc-medialt effektor hatas nem
sérul, az immunogenitas minimalizaldodik

* Epcoritamab

* Glofitamab

* Odronextamab

* Mosunetusumab

oS o \
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Bispecifikus antitestek DLBCL-ben

¢ |gG1 CD3xCD20 bispecifikus Ab

* R/R DLBCL, monoterapiaban,
legalabb 2 megel6z6 kezelést
kovetden

e Dé6ziseszkalacios adagolas,
subcutan alkalmazas

* Progresszidig vagy nem
toleralhaté mellékhatasokig

e Leggyakoribb mellékhatasok:
CRS 51% (altalaban gr1/2), laz
24.8%, neutropenia 23.6%,
ICANS 6.4%

* CRSfellépése altalaban az els6
teljes dozis (C1W3) beadasakor
jelentkezett

* R/R FL kezelésére
monoterapiaban, legalabb 2
megelbz6 kezelést kbvetben

¢ |gG-szerd CD3xCD20
bispecifikus Ab, specialis 2:1
molekularis struktura, bivalens
CD20, monovalens CD3 kotés

* R/R DLBCL, monoterapiaban,
legalabb 2 kezelést kovetden

* R/R DLBCL, glofitamab+
GemOx, AHSCT-re alkalmatlan
betegeknél (EMA befogadas,
tamogatas Mo-on @)

e Doziseszkalacios alkalmazas,
iv. adagolas (sc formulacié
studyban)

e Obinotuzumab el6kezelés

* Progresszidig/nem toleralhaté
mh-ok megjelenéséig, de max.
12 ciklus

¢ Mellékhatasok: CRS 63%,
neutorpenia 38%, anemia 31%,
thrombopenia: 21%, ICANS: 8%

e CRS altalaban az els6 harom
glofitamab dozis alatt, gr1-2
sulyossagu

Odronextamab (Ordspono®)

e Human IgG4 CD3xCD20 BsAb

* R/R DLBCL, legalabb 2
megel6z6 kezelést kovetden
(EMA)

e D6ziseszkalacios alkalmazas,
iv. adagolas, 4 6ras infuzié

* Progresszidig vagy nem
toleralhaté mellékhatasokig

e Mellékhatasok: CRS 52.9%,
anémia 35.8%, laz: 39.6%,
neutropenia 31.6%

* CRS altalaban gr1-2, az els6
kezelési ciklus alatt, ICANS
nem volt jelentve

* R/R FL kezelésére
monoterapiaban, legalabb 2
megelbz6 kezelést kbvetben

Mosenutusumab-off label
DLBCL-ben

¢ Teljes hosszusagu, humanizalt,
IgG1-szer(t CD3xCD20 BsAb

e DLBCL kezelésére nem keriilt
befogadasra

e Fix idejl iv. adagolas, subcutan
formulacio fejlesztés alatt FL-
ben

e Szamos klinikai vizsgalat
DLBCL-ben (front-line, R/R
betegcsoportbanis)

* R/R FL kezelésére
monoterapiaban, legalabb 2
megel6z6 kezelést kbvetben
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Table 1. Epcoritamab clinical trials. Epcoritamab klinikai vizsgalatok
PFS (01:] DoR
. . . o 0
o Trial Name NCT Phase Population Experimental Arm ORR (%) CR (%) [Rate/Median]  [Rate/Median]  [Rate/Median] Ref
o .
4 EPCOREDLBCL-2  NCT05578976 1 Newly dx DLBCL Epgﬁgﬁ‘gﬁb " NA NA NA NA NA [38]
—
\C .
EPCORE NHL-2 Newly dx IPI > 3 Epcoritamab + 74% at 87% at
0 (Arm 1) NCT04663347 /11 ( DLBCL R-CHOP 100 87 24 mo/NA 24 mo/NA NA ] [371
N
'S EPCORE NHL-2 Newly dx, ineligible Epcoritamab + 88% at 96% at 92% at .
o— (Arm 8) NCT04663347 I/ for full R-CHOP R-mini-CHOP 89 82 12 mo/NA 12 mo/NA 12 mo/NA (401
g Older /unfit, newly dx
© : NCTO6045247 11 DPBCL ineligible for = Epcoritamab + NA NA NA NA NA i
c anthracycline-based R-mini-CVP
g therapy
‘O EPCORE NHL-5 Epcoritamab + .
l) (Arm 3) NCT05283720 I ( Newly dx DLBCL Pola-R-CHP 100 89 NA NA NA [42]
Lu
Newly dx DLBCL Epcoritamab 76% at 84% at
EPCORE DLBCL-3  NCT05660967 I L unfit/older pts monotherapy 74 64 NA/NR 6 mo/NR 6 mo/NA J [39]
. 44.6% at
Epcoritamab 27.8% at 42.6% at
EPCORE NHL-1 NCT03625037 I/1 R/R LBCL monotherapy 63.1 40.1 24 mo/4.4 mo 24 mIEng.S 24 mo/17.3 mo [36]
EPCORENHL-5 1105083720 1 R/R DLBCL Epcoritamab + 67.6 514 NA NA NA/NR [47]
(Arm 1) lenalidomide
R/R DLBCL,
EPCORE DLBCL-1 NCT04628494 I post-ASCT or Epcoritamab NA NA NA NA NA [43]
ineligible
. Epcoritamab +
EPCORE NHL-2 R/R DLBCL eligible 5 60% at 86% at N
(Arm 4) NCT04663347 I/11 for ASCT R Digx():({’(: + 76 69 24 mo/NA 24 mo/NA NA [44]
EPCORE NHL-2 R/R DLBCL ineligible Epcoritamab + 44% at 56.6% at 47.6% at )
(Arm 5) NCT04663347 /I L for ASCT GemOx 85 61 12mo/11.2mo 12mo/21.6mo 12mo/11.7 mo [45]
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Table 1. Cont. Epcoritamab klinikai vizsgalatok
. . . o o PFS 0S DoR
Trial Name NCT Phase Population Experimental Arm ORR (%) CR (%) [Rate/Median]  [Rate/Median] [Rate/Median] Ref
R/R DLECL, Epcoritamab +
EPCORE DLBCL-4 NCT06508658 111 post-ASCT/CAR pe ) i NA NA NA NA NA [46]
L. lenalidomide
T-cell ineligible
Epcoritamab +
EPCORE NHL-5 1195083720 I R/R DLBCL lenalidomide + NA NA NA NA NA ;
(Arm 2) o
Ibrutinib
Epcoritamab +
EPC&%EIIE?L-S NCT05283720 I1 R/R DLBCL C(C-99282 NA NA NA NA NA -
(CELMoD)
) Transplant/CAR Epcoritamab + )
NCT05852717 I1 T-cell eligible R-GDP NA NA NA NA NA [48]
Epcoritamab +
- NCT06287398 I1 R/R DL.BCL’ R-DHAOx — ASCT NA NA NA NA NA -
ASCT eligible .
+ Epcoritamab
Post-CAR T-cell
EpLCART NCT06414148 I1 responders at Epcoritamab + R2 NA NA NA NA NA -
high risk
Epcoritamab
; NCT06458439 I Pre/post CAR before /after NA NA NA NA NA -

T-cell setting

CAR T-cell
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Table 2. Glofitamab clinical trials. Glofitamab klinikai vizsgalatok
. . . . . PFS oS DoR
Trial Name NCT Phase Population Experimental Arm ORR (%) CR (%) [Rate/Median]  [Rate/Median] [Rate/Median] Ref
NP40126 NCT03467373 I /Newly dx DLBCL Glofitamab + 100 76.5 NA NA NA \ [52]
Pola-R-CHP
=< NP40126 NCT03467373 I Newly dx DLBCL Glofitamab + 929 83.9 NA NA NA/NR [51]
[ R-CHOP
@ o .
- COALITION (Arm Newly dx high-risk Glofitamab + o o
?D B) NCT04914741 I/11 DLECL or HGBL Pola-RCHP 98 80 95%at12mo  97%at 12 mo NA [53]
9 COALITION (Arm Newly dx high-risk Glofitamab
N y gh-ris ofitamab + o o
g A) NCT04914741 I/11 DLBCL or HGBL R.CHOP 99 70 88%at12mo  96% at 12 mo NA / [53]
? . NCT05800366 I Newly dxhighrisk  Clofitamaby NA NA NA NA NA -
% Glofitamab
ofitamab + ’
g SKYGLO NCT06047080 101 Newly dx LBCL PolaR.CHD NA NA NA NA NA [54]
> Newly dx high-risk Glofitamab +
0 GO43075 NCT04980222 11 y & 93.3 80 NA NA NA [55]
@ LBCL R-CHOP
H GRAIL NCT06050694 11 Newly dx DLBCL Pola-R-CHP = NA NA NA NA NA -
glofitamab
. Glofitamab +
- NCT05798156 I Older/untfit, newly dx polatuzumab NA NA NA NA NA [56]
DLBCL )
vedotin
Older /unfit, newly dx Glofitamab +
GLORY NCT06765317 11 DLECL or HGBCL PoloRomin i CHP NA NA NA NA NA -
NP30179 NCT03075696  1/11 R/R NHL Glofitamab 52 39 37% at 1250%/a1t1 5 64% at 3
monotherapy 12 mo/4.9 mo mr:;o ’ 12 mo/18.4 mo [32]
R/R DLBCL, ASCT Glofitamab 53.2% at 52.8% at
STARGLO NCT04408638 I DD otitamab & 69.9 57.4 ~chea 24 mo/25.5 NA/NR [50]
ineligible GemOx 12 mo/14.4 mo

mo
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Table 2. Cont, Glofitamab klinikai vizsgalatok
. . . . . PFS oS DoR
Trial Name NCT Phase Population Experimental Arm ORR (%) CR (%) [Rate/Median]  [Rate/Median] [Rate/Median] Ref
R/R DLBCL,
GO043693 NCT05364424 I ASCT/CART-cell Glofitamab + R-ICE 78.1 68.8 NA NA NA [58]
eligible
Glofitamab + 54% at
NP39488 NCT03533283 I/11 R/R NHL polatuzumab 80 62 NA/12.3 mo 24 mo/39.2 NA/21.9mo [59]
vedotin mo
Glofitamab +
NTP39488 NCT03533283 I/11 R/R NHL . 36 17 NA NA NA [60]
atezolizumab
Glofitamab + 45.6% at .
BP41072 NCT04077723 I/1 R/R NHL RO7227166 67.5 56.6 12 mo/9.7 mo NA/20.9 mo NA/31.5mo [61]
BP43131 NCT05219513 | R/R NHL Glofitamab + 64 39 NA NA NA [62]
RO7443904
Glofitamab +
GPL NCT05335018 II R/R DLBCL poseltinib + 89.3 429 55% at 6 mo 81% at 6 mo 66% at 6 mo [63]
lenalidomide
Glofitamab +
C4971006 NCT05896163 I/11 R/R DLBCL . NA NA NA NA NA [64]
maplirpacept
CO43805 NCT05169515 I R/R NHL Glofitamab + NA NA NA NA NA
CELMoD B
NCI-2024-00209 NCT06213311 I R/R LBCL Glofitamab + axi-cel NA NA NA NA NA [65]
Glofitamab +
GLOHRT-01 NCT06867536 11 R/R DLBCL hypofractionated NA NA NA NA NA -
radiotherapy
Glofitamab +
) NCT06651853 1 R/R DLBCL lenalidomide + NA NA NA NA NA )

hypofractionated
radiotherapy
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Table 2. Cont. Glofitamab klinikai vizsgalatok
. . . . . PFS 0S DoR
Trial Name NCT Phase Population Experimental Arm ORR (%) CR (%) [Rate/Median]  [Rate/Median] [Rate/Median] Ref
Glofitamab +
- NCT06570447 i R/R DLBCL o NA NA NA NA NA .
tucidinostat
CCTG LY18-A NCT04161248 I R/R aNHL Gl‘ﬁfgg‘;b * NA NA NA NA NA [67]
Glofitamab before
- NCT06682130 1 R/R DLBCL CAR Tocell NA NA NA NA NA -
UPCC 48420 NCT04889716 1l R/R LBCL Glofitamab after NA NA NA NA NA ;
CAR T-cell
loncastuximab
LOTIS-7 NCT04970901 I R/R NHL tesirine + NA NA NA NA NA [66]
glofitamab
o 31.2% at
BiCAR NCT04703686 I R/R NHL after CAR Glofitamab 76.1% 45.7% 24.5% at 24 mo/14.7 NA/19.7 mo [68]
T-cell failure 24 mo/3.8 mo

mo




CRS, ICANS megelozés, ellatas

Terapia kovetkeztében kialakuld T-sejt aktivacio, proinflammatorikus citokin (IL-6, IL-1, IFN-y és TNF-a)
felszabadulas

A citokin felszabadulasra kialakuld excessziv, a fiziologias mérteken tulmutato reakcié a CRS
(cytokine release syndrome)

* Influenza-szer( tinetek, fatigue, fejfajas, arthralgia, myalgia, rush, laz, tensio esés, tachycardia, akar sokszervi
elégtelenség, kapillaris leak szindroma, DIC, ARDS, szivelégtelenség, haemophagocytas lymphohistiocytosis,
macrophag aktivaciés szindroma

A proinflammatorikus allapot, az endothelialis diszfunkcio, a fokozott vér-agy gat permeabilitas
hozzajarul a neuroinflammacio kialakulasahoz, ami az ICANS-t jellemzi

* Megvaltozott tudatallapot, dezorientacio, afazia, gorcsrohamok, agyi oedema, kdéma
CRS kockazatat befolyasolja a terapia tipusa, az alapbetegség, beteg specifikus tényez6k
CRP jol korrelal az IL-6 szinttel, monitorozasa javasolt (+ferritin, Tg, foként HLH gyanuja esetén)
Fert6zések kizarasa szukséges, empirikus széles spektrumu antibiotikum javasolt + tuneti kezelés
Kozepesen sulyos-sulyos esetekben tocilizumab és steroid adasa javasolt

ICANS kialakulasara hajlamosit az anamnesztikus neuroldgiai betegsé%, a {\?lentésebb tumor tomeg,
a CNS vagy leptomeningealis érintettség. A CRS altalaban megeldzi az ICANS-t

Tunetek gondos felmérése javasolt, kezelésében steroid effektiv, tocilizumab nem
Doziseszkalacids terapias sémak alkalmazasaval a kockazat csokkenthetu



BsAbs hatas, mellékhatas

Kezelés és eredmények osszehasonlitasa

Bispecific Route of Duration of  Currently Approved o/ % CRS o
Antibody Administration Therapy Indication ORR [CR] (%) (%) ICANS (%)
Epcoritamab SC up R/R DLBCL 63.1 [40.1] 51 6.4
Glofitamab I\Y% FD R/RDLBCL * 52 [39] 63 8
R/RFL 1
Odronextamab 1AV ur R/R DLBCL 50.8 [31.6] 52.9 0
Mosunetuzumab IV FD R/R FL 42% [23.9] 26.1 1.1

CRS/ICANS elofordulas osszehasonlitasa

Bispecific Antibody CRS (%) CRsélL_‘;"{'%‘“de Typical CRS Onset “gl‘;‘éig‘ng:‘fh;“ Cﬁgﬁi‘;ﬂﬁi‘fh) ICANS (%)
Epcoritamab 51 47.8 Cycle 1 20 48 6.4
Glofitamab 63 59.0 Cycle 1 13.5 305 8
Odronextamab 52.9 48 Cycle 1 17.8 7.1 0

Mosunetuzumab 26.1 239 Cycle 1 NA 26 1.1




Bispecifikus
antitest
kezelés

tapasztalatail,
real-world

eredmeények

Harmadvonalbeli kezelés
* Hatékony, akar 40%-o0s CR arany
* Abetegek tobbsége azonban rezisztens, relabal
* Hatékonysagukat befolyasolja a T-sejt funkciéo megtartottsaga és a célantigén
expresszidja. Kombinacids kezelések javithatnak az eredményeken
Masodvonalbeli kezelés

* STARGLO, glofitamab+GemOx, OS nyereség transzplantaciéra nem alkalmas
betegek korben

* Epcoritamab+GemOx kezelés eredményei hasonldan biztatéak

Els6vonalbeli el6zetes eredmények

* Fazis I/l eredmények CHOP, R-CHOP, Pola-R-CHP kombinaciéban is hagyon
biztatdak, kedvezdé mellékhatas profillal

» Torékenyebb betegcsoportokban is indultak vizsgalatok
A T-sejt funkcidkat javitéo kombinacids partnerek (pl.: BTKi, cereblon modulatorok)
javithatjak az eredmnyeket
Real-world adatok

* Az ORR és CR eredmények kissé elmaradnak a klinikai vizsgalatok eredményeitdl
(tobbedik vonalban adott kezelés, nagyobb CAR-T el6kezelt betegarany, rosszabb
ECOG status, stb)

 CD20 expresszio hianya eldrevetiti a kezelési kudarcot, ha lehet, akkor legyen
biopszia



Osszefoglalas

* Az immunterapiak, koztik a CAR-T sejtes €s BsAb kezeléesek a
DLBCL ellatasaban egyre fontosabb szerepet kapnak

* Jelenleg elsGsorban a R/R betegek ellatasa soran jelentenek
(jelenthetnének) valos egészségnyereséget, de vélhetden meg
hatékonyabbak lesznek korabban alkalmazva

* A kezelési szekvenciak meghatarozasanal a CAR-T > BsAb terapia
mukodokeépes, forditva kevésbé (Mo-on inkabb csak elvi kérdés)

e Szerencsere egyre tobb hazai beteg jut hozza harmadvonalban a
BsAb kezelésekhez
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