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e 71 year-old healthy woman — abnormal mammogram in 12/2024: “0.8 cm mass at 2 o’clock”
e Left breast, needle core biopsy: CD20-negative DIFFUSE LARGE B-CELL LYMPHOMA, non-GCB:
large cells (+) for CD19, BCL2, BCL6, MYC (60%), MUM1 (>30%), high Ki67 (>90% by MIB1), (-) EBER ish.
FISH (-) for IGH::BCL2, MYC, BCL6 rearrangements.
e PETCT: no uptake in the breast. 1 cm right cervical node; 1.6 cm portocaval lymph node (SUV=3.5); intense uptake in
the spleen without foci, SUV=10; abnormal focal intense uptake in the uterus (SUV=10); LDH - 537

 Treated with PolaRCHP x 4
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Secondary CNS in different lymphomas

Follicular Marginal zone Mantle cell
lymphoma /

| l :

Burkitt
lymphoma

: Overall: 5%
M?\/rﬂl&?l_g'l?al B|ng_Nee| 1'4% 0 - 20% ° 10% 20%
syndrome
lymphoma

Disease status < * Newly diagnosed vs. relapsed
Disease burden <  CNS only vs. CNS + systemic

CNS location < * Parenchymal vs. leptomeningeal only

Alderuccio. Blood. 2026; Bhansali, Blood Adv, 2024; Rusconi, Blood 2022; Boehme, Blood 2002; Cheah, Ann Onc 2013; Chihara, Ann Onc 2013; Zayac, haematol 2021
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Presentation and evaluation

Clinical presentation

Disease evaluation

* Cranial nerve deficits

Visual symptoms (e.qg. floaters,
TANT . blurred vision, photophobia,

: L T and eye pain)

' v a Headache

Mental status changes

Focal weakness

Sensory loss

... [ 4 _.»;-'f":f:"__;]y":;':@fi\ Radicular pain

]

& & & & @

CSF analysis for cytolo

aqy 7
and flow cytometry Testicular ultrasound

~
Z

Eye examination

Brain MR| with contrast

& ~

PET/CT Tissue biopsy

f‘h.:_r.

Lymphadenopathy
B symptoms
Hepatomegaly
Splenomegaly
Elevated serum LDH

Consider
Spine MRI with contrast

Pain

Weakness

Spasticiti;

Sensory loss
Bowel/bladder dysfunction

LI

Alderuccio et al. Blood. 2023
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Clinical trial m CNS relapse %
21% {— B RCHOP
Both !

0 25%
UK NCRI (1.9%)  CHOP
GOYA 1418 38 (2.6%) Leptomeningeal NN 16°%
| 50%
R-MegaCHOEP 253 18 (7.1%)
63% _
PHOENIX 838 26 (3.1%) Parenchymal —25%
1)
CALGB 50303 524 18 (3.7%) 0% 20%  40%  60%  80%
84 (4.8%
Outside of ( °) BCCA cohort _ DNSCRSL 268537 364 (B5.4°514)
— RISCNSL 215/395 22.6(15.8-36.8)
trials: 1732 *44% concurrent B 2001-2013 75 —RSSCNSL 154/207 82070110
' : systemic 2] |
BCCA regist 501 . =
gistry e 72% parenchyma| g o5 Median OS: 2.8 mo 3
Villa D, et al. Ann Oncol. 2010;21(5):1046-52. o
Kansara R, et al. Br J Haematol. 2017;179(3):508-510. ' .
Cunningham D,et al. Lancet. 2013;381(9880):1817-26. 0 0 20 3 4 s 6 70 8 9 100 ° 5 12 24 35 a8 f0 70 81 oz
Younes A, et al. J Clin Oncol. 2019;37(15):1285-1295. Time to Relapse (months) Months
Chiappella A, et al. Lancet Oncol. 2017;18(8):1076-1088. T T T I I I Number at vk
Vitolo U, et al. J Clin Oncol. 2017;35(31):3529-3537. DN-SCNSL 537 341 240 178 140 103 70 46 29
Bartlett NL, et al. J Clin Oncol. 2019;37(21):1790-1799. RISCNSL 395 205 144 114 94 70 446 30 22

Alderuccio et al., Blood 2026 RS.SCNSL 207 75 39 25 17 11 10 5 4



Proportion

0.20

0.15 1

0.10

0.05 1

SINTOMA26

14416 e MAIO [EEEENERS

e N=2,164 patients (80% DLBCL) from GNHLSG
e Validation: N=1597 patients from BCCA

Kidney or adrenal involvement 2.8
Age > 60 2.5
LDH > normal 24
ECOG PS > 1 2.2
Stage 3 or 4 2.0

Extranodal sites >1

46 (= DSHNHL; — B 12% patients
| 10% CNS relapse
_J_Ir. 2-3( DSHNHL; BCCA 87% patients
LA r 01 (— DSHNHL; — BCCN <5% CNS relapse
1 2 3 4 5 6 7 8 9

Time to Relapse (years)

Proportion with CNS relapse

Probability
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CNS-IPI: risk stratification - not that useful

Double-hit HGBL

HGBL, NOS

Dual-expresser
(MYC+/BCL2+)

[S)
<
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N
3
=

Cumulative incidence

MYC+BCL2+

Non-MYC+BCL2+

o
I

Percent of patients
« ]
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_| R-Chemotherapy group (n = 184)

T T T T 4 T T T T T T
1 2 3 4 5 : - : - ‘ ‘ - . 0 1 2 3 4 5
Years 0 6 12 18 24 30 36 42 : Years from diagnosis

CD5+ DLBCL

=]
~
o

Testicular lymphoma

\\\\\\

o
N
o

{ T
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o o Chemotherapy group (n =

probability of CNS relapse
g

0.00 .

T T T T T T T
2 4 6 8 10 12 14
Time (years)

CNS-IPI

0-1 { - 16 CNS events
2-3 { 17 CNS events
4-5 { « 7 CNS events

N=2,203
DLBCL

(French/German)

Schmitz N. JCO. 2016. Thieblemont C. Blood Adv. 2023. Miyazaki K, Ann Oncol. 2011. Savage KJ, Blood. 2016. Oki Y. BJH. 2014. Zucca E. JCO. 2003. Epperla N, ASH 2022.
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Molecular features: COO

o GOYA trial

e N=1418 patients randomized to RCHOP vs GCHOP

e Genomic alterations in 18 patients with CNS recurrence (12 with NGS ):
o CDKNZ2A deletion (67%)

o MYD88 mutation 42% with co-occurring CD79B 0304
0.25 4 — H-R (both risk factors; high CNS IPI and ABC/UNCL COQO)
= |-R (one risk factor; high CNS IPl or ABC/UNCL COO)
Factur HR* 95”}"0 CI 0.20 = L-R (no risk factor)
5 High CNS-IPI
CNS-IPI| intermediate (vs low) 0.88 0.29-2.74 8312 S 0.15 PP and
£ ‘ ABC/unc COO
CNS-IPI high (vs low) 3.97 1.28-12.33 | .0172 0101
0.05 -
ABC COO (vs GCB) _ 4
Hans algorithm (GCG/non-GCG) 00
Unclassified COO (vs GCB) does NOT discriminate 2 o 6 12 18 2 30 % a2 4
— Time (months)

Klanova M, et al. Blood. 2019;133(9):919-926.
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Molecular features predict CNS recurrence

e PCNSL is similar to specific extranodal ABC DLBCL.:

o Testicular - Breast

= Breast - Testicle « Craniofacial = Thyroid
o Uterus = Uterus - Skin leg-type « Unifocal bone « Gastric
o  Cutaneous leg-type
P MYD88/CD 798 mutation O MYD88 / CD79B mutations O Variable GCB and ABC prevalence,
i .y (MCD genotype, ABC phenotype) no MYDB8 mutations
- Immune evasion O High risk of CNS recurrence [ O Low risk of CNS recurrence
(stage-independent) ; (driven hy local invasion)
" O Prophylaxis according to CNS-1PI
oo MCD genes ~25% risk [ B~ .
mems o BBTG!  WHLA-A [ HLA-C ~2% risk
80+ B MyDes265F B TBL1XR10 PROMT | IRF4
B HLA-B BE5TG2 W SETDIB | CD58
801 i co7oB WETVE KLHL14 = TOX

B oserPL1y B MPEGT GRHPR  BCL11A

-l
L= ]
i

[}
L=}
i

) A ~20% risk

= Lung, plevura - Bone marrow
= Kidney, adrenal glands,ovary

=
=]
i

Mutation prevalence (%)
(4]
a2 =]

nr CJ

© Disseminated DLBCL / HGBCL
0 » Double-hit
104 » (D5+
- | » Intravascular
MCD Non-MCD Primary Primary \ © High risk of CNS recurrence
DLBCL DLBCL CNS cutansous

Chapuy B, et al. Blood. 2016;127(7):869-81. Wright GW, et al. Cancer Cell. 2020; Ollila TA, et al. Curr Treat Options Oncol. 2018;19(8):38.
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MCD-DLBCL Is Only Half of the Story

26 DLBCL/HGBL relapsed tumors

No significant clinical predictor of CNS vs.

systemic recurrence

85% of CNS recurrences: low/intermediate CNS-IPI Type of relapse

. . he subr aaEEENEEN
MCD subtype enriched in CNS recurrences LymphGen subfggg BEEEE B

But: MCD only in half of CNS relapses GCB by Hans algorithm
Other half: GCB HGBL (double-hit or TP53mut) dmplex fafciype

MYDB8S |
CD798

PiM1

MCD ETV6

BTG1

PROM1

hc-MCD T

100 A BCLZ
KMT2D
CREBBP
ESHZ
TNFRSF14
GNA13
MEF2B
PTEN
CACNA1TD
E£P300
MYC

80 +
- P=.017
60 ’

46 P=71

40 -

20 | Z_ v Unselected external
o] [ ] DLBCL cohorts
S;(s Ulns

Percent of patients

CNS

Ollila TA, et al. Blood. 2021;137(8):1120-1124.
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Incidence of CNS relapse in MCD lymphoma

e N=270 patients with DLBCL

e All screened for MYD88 -265F and CD79B Y% mutations by PCR

o 20% (+) for MYD88+CD798B

057 — With MYD88/CD79B mutations
- \Nithout MYD88/CD79B mutations

o 04
Q CNS-IPI: Low/Int
B
(O]
>
= —
S 02 -
=
=
3 ‘r_.-l—f—k

0.1 - : : :

00 w

0 2 4 6 8
Number at risk Years

—72 149 119 84 60

32 25 20 13 7

Suzukie al, BJH, 2025

Cumulative incidence

057 — With MYD88/CD79B mutations
- \\ithout MYD88/CD79B mutations
0.4 _
CNS-IPI: High

0.3 |—’
02 - i
0.1
0.0 -

| | | | |

0 2 4 6 8

Number at risk Years

-— 43 28 21 15 10
— 23 8 3 2 0

CNS RELAPSE
B No M NotMCD M MCD




<>SINTOMA{26

Incidence of CNS relapse in DZSig+ lymphoma

e Population-based screening for HGBL (MYC + BCLZ2 rear.)

HGBCL-DH-BCL2

DZsig+
or DZSig+ GEP 78 (DLBCL morph) 41
GCB
- . 293
0.30 Total | Events | 2-yr risk (%) 0.30 1 . 13% 293
- (n) (n) + 95% CJ o Regimen DLBCL, NOS
© 0.25 1SS UNC 598
@ 162 | 11 |6.8(3.6-11.5) P 72
L]
= =
L D 0.20 . v @ ABC
S 4 Double-hit HGBL = 3 229
g = n&a = FISH NA
= " 0.15 | ‘s = +
= @
= % 6.8% _E' v Refined COO
— . .
< o 0.10 - <4 Dzsig+ DLBCL M DZsig+ [ GCB [ UNC [ ABC
=
E g 2-yr | P-value I 0.30 4 Subgroup Total |Events 2-yr risk BM Total | Events | 2-yr
= U 05 _ — risk (%) | (vs GCB) 98’_ (n) (%) (n) |risk (%) P
(&) : s 6.4 .04 E-JPNPOl || HGBCL-DH-BCL2 0.30 4 5 | 44
e 14 g" DZsig+ 2 6.8 S o T30 oz
2 69 | .03 DLBCL, NOS @ ] '
0.00 4 % 52 | <.001 : ?_’ 0.20 - syl 3 6.7 § © 0.20 - 5 19.2
1 T T T T g 3 i
3 < 0.15 = 5 015 4
00 05 1.0 1.5 20 E 2 E
Time (years) : = R
y % - LE 005 S 0.05 4 _H_l—'_
No. at risk : , , , , _ S J:“—IJ 0001 . ; l .
0 2 4 6 8 10 0.00 A 0.0 0.5 1.0 1.5 2.0
162 133 109 100 93 Time (years) 0.0 0.5 1.0 15 2.0 Time (years)
No. at risk . .
. Time (years) No. at risk
Zisw 27983 24533 23396 2316; 13828 12539 No. at risk Neg 116 101 8 7 72
UNC 72 51 47 43 34 30 DH-BCLZ 30 22 14 14 14 Dis 20 16 14 14 13
ABC 229 155 137 121 106 83 DLBCL 44 36 27 26 26 Con 26 16 12 9 8

Alduaij et al., Blood 2025
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ctDNA detection

in CSF: staging or diagnosis?

Adaptive ClonoSEQ assay
5 mL CSF from diagnostic LP
High risk by:

» High-risk histology

» High-risk CNS-IPI

All had negative CSF cytology * flow cytometry £ IGH PCR

CSF Acellular Sequencing in
sample fluid

tracked sample
[

H 1000x g
5 m
U - ACTGGATGC

\ Cell pellet ~ cfDNA detection
(tracking)
~

>

Q
0.0)]
[9.9)]
> 1>
——
00)]
00

Primary
tumor . Determination of the
Sequencing in dominant
the primary :
tomor clonotypic sequences
ACTGGATGC

Olszewski AJ et al, Blood Adv, 2021

Study CNS invasion CSF NGS-MRD
group status assay result
Known CNS Brain 5en5i.tivi_ty: 100%
|ymph0ma paren- SpECIﬁCItT 53%
N=6 chyma Negative predictive
value: 100%
Historical
DNA isolate Lepto- Q
from CSF menin- = CNS
_ +
N=6 geal = | relapse
n? Yes
No
Newly known
diagnosed CNS
aggressive invasion:
lymphoma
with no CNS (negative
invasion CSF cytology, No
flow cyto- Q
N=19 metry, and/ =
or IGH-PCR) 'E
()]
U
Z
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<> Present and future of risk stratification

Current clinical stratification Molecular stratification

High-risk

— Uterine

genomic — Dzsig+
cfDNA (-)
- = gl
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CNS prophylaxis

Intrathecal

methotrexate
cytarabine
liposomal cytarabine

MTX + ARAC

HDMTX
(>3 g/m?)

Consolidation
(2-3 cycles)

“Intercalated”
(Day 15 R-CHOP)

Multiple CNS-
penetrant drugs

CODOX-M/IVAC

Intensified therapy:
ICE, ASCT
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CNS prophylaxis: observational data

Study Cl\t_S'-]IPI CNS Treatment results
9 relapse
Ferreri N=200 49% “high 4.5% Better outcomes with prophylaxis: 12% without O
Single center risk” *  2.4% with prophylaxis, 0% with HD-MTX
Cheah N=217 100% 10.5% Better outcomes with prophylaxis: 18% IT only
Multicenter “high risk” *  6.9% HDMTX, 2.3% Dose-intensive chemo + HDMTX 10 -
2
Ong N=226 Better outcomes with HDMTX: 15% controls g)f
Multicenter *  3.1% HDMTX %
Eyre N=690 >70yo 40% 2.6% No difference with IT prophylaxis in CNS-|P]high o
Multicenter 2]
=
O
Bobillo N=585 68% 6.1% Benefit of prophylaxis early, but then lost at 3 years: 5
Single center * At 3 years: 3.8% with and 7.5% without prophylaxis
Orellana- N=1162 30% 5.7% .
N Moltee e No difference between IT and HDMTX O 959 C
Wil = 0 0 —— Fitted values
een N .1 e A e No difference between intercalated vs consolidative HD-MTX
Multicenter 0 e CNS relapse
Puckrin N=906 32% 6.1% . . o . . | 1 | | 1
Multicenter No benefit of intercalated HD-MTX in high-risk patients 20 40 640 30 100
i - % of patients with High CNS-IP!
L - 0 0 o OT patients wi [
ewis Ml':'mi?;?ger e 9% No benefit of HD-MTX in high-risk patients P J

Ferreri AJM. BJH. 2015. Eyre, TA. BJH. 2020. Cheah CY. Br J Cancer. 2014. Bobillo S. Blood Cancer J. 2021. Orellana-Noia VM. Blood. 2022. Wilson MR. Blood. 2022. Puckrin R AJH. 2021
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e N=2418 patients from 23 sites
o CNS-IPI 24 (83%), or
o HGBL, or breast/testicle A All-Pts B CR-Pts

e RCHOP in 92%, HDMTX 18%
e Only 51% underwent baseline staging
e CNS recurrence:
o 7.3% for all patients
o 5% for those with CR at end of therapy

ha
[=]

T — No HD-MTX
— HD-MTX

—— No HD-MTX
—— HD-MTX

-
(4]
1

15 1

10

Risk of CNS Progression (%)
>

Risk of CNS Progression (%)

\

e 5-year risk of CNS recurrence for all:

o 6.9% with HDMTX vs. 8.5% o 2 a4 & 8 10 o 2 4 6 8 10
o 1.6% absolute risk reduction Time Since Diagnosis (years) Time Since Index Date (years)
. . EEI-TE:T;;:‘X 1,993 1,098 744 486 264 144 :2:;):;:’)( 1,260 945 644 410 227 127
o For pa‘“ents W|th CR (N=1 ,616) HD-MTX 425 279 128 &7 18 5 HD-MTX 356 237 110 56 14 3
) H o
© 5.0% with HDMTX vs. 6.5% Adjusted HR, 0.59 Adjusted HR, 0.74
[0.38 to 0.90] [0.42 to 1.30]
e No evidence of subgroup effect (CNS-IPI P=.014 P=.29

9, 6, testicular/renal/adrenal)

Lewis et al., JCO 2023
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Czech trial Korean trial
e Intermediate or high CNS-IPI e N=142, DLBCL with:
e 2 doses of HDMTX 3g/m2 vs 6xIT MTX 12mg o IPI=24oraalPl=22 +LDH>ULN + =1 EN site
e N=60 o Epidural, testicle/breast, marrow, adrenal/kidney
o HDMTX: 1 neutropenia and infections e All patients had CSF analysis + IT MTX 15mg
o HDMTX: worse OS! (47% vs 72%) e 2 excluded for (+) CSF
0 L
o :—_II_DI\I>I/I_I'_I'>)<(£(yA) (til;lS relapse within 5 years RCHOP + —
o U= S /ORBORE S IT MTX on D3 HDMTX 3 g/m2on D14
_ Cycle 2,3,4 Cycle2 &6
3-; 1004 == HDMTX 100+ 7 — IT-MTX
2 - z | e | o [
8 ow ) b RCHOP x6 completed 96% 91% ' mﬁ:#: rl szntmhos{g,f;ﬂi;'}apse
g 3 . HD-MTX — 12.07 mo (8.47-18.87)
k) 504 p=0.2390 = 50 RCHOP delay >7d 4% 59% §°6
S 8 [ IT-MTX  5.6% (95% Cl 0.6-19.8)
'§ E CNS relapse on 2 2%  HD-MTX  5.0% (95% Cl 0.2-24.1)
.Z WO W W W—1 P L therapy
g 0 2 4 6 8 10 Q 2 4 6 B 10 g
O Years Years L= - : ‘ :
ijberamsk ! Months froom randofrizauon "

Mocikova et al., Hematol Oncol 2026; Seung-Ah Yahng et al., EHA 2023: S229
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Trials of novel agents in DLBCL

10.00%
9.00%
8.00%
7.00%
6.00%
5.00%
4.00%
3.00%
2.00%
1.00%
0.00%

5.0%

3.8%

3.0%
2.7% 2.4%

2.0%

Pola-RCHP RCHOP + ibrutinib REMARC
B RCHOP MW Experimental

Tilly H, et al. NEJM. 2022. Younes A, et al. JCO. 2019. Bernard S, et al. Blood Adv. 2021
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Redefining the problem: it’s about staging

National ensive NCCN Guidelines Version 3.2024
Diffuse Large B-Cell Lymphoma

IW(e{®\# Cancer

Natwnrl®
USEFUL IN SELECTFN CASES:
® e
* HIV esuny
* Hepatitis C testing
. Beta-2-m|croglobulm

- ws panmren wwirn

Lumbar puncture
Imaging

Both

No record

None

NCCN guidelines, https://www.nccn.org

e"  -—m o neatiivrn fFAr natinnée ~& 2"

rAantract A me- -l AT RESS

-

---l.lﬂ-‘.lt

33%
8%
9%

50%

Wilson MR et al. Blood. 2022. Lewis et al.,

—-wiit; see BCEL-A 2 of 2

PROGNOSTIC MODEL TO ASSESS THE RISK OF CNS DISEASEY

¢ Age >60 years e Low risk 0-1
e Serum LDH > normal e Intermediate-risk 2-3
* Performance status >1 * High-risk 4-6 or kidney or adrenal

* Stage lll or IV gland involvement

* Extranodal involvement >1 site
* Kidney or adrenal gland involvement

* Additional indications for CNS prophylaxis independent of CNS risk score
/v » Testicular lymphoma
» Primary cutaneous DLBCL, leg type
» Stage IE DLBCL of the breast
» Kidney or adrenal gland involvement

* Role of CNS prophylaxis remains controversial but can be considered in patients with high-risk
factors based on the aforementioned criteria. If CNS prophylaxis is used, options include:
» Systemic high-dose methotrexate (3—3.5 g/m? for 2—4 cycles) during or after the course of treatment®

and/or
» IT methotrexate and/or cytarabine (4—8 doses) during or after the course of treatment

15%
3%
3%

28%

91%

JCO 2023.


https://www.nccn.org/
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sCNSL: treatments and
outcomes

Relapsed CNS relapse, RI- and RS-SCNSL CNS relapse
([ ] N=1 139 patients With: SNCLS 1 Events/N Month  CIR (95% Cl) 1997 Events/N Month  CIR (95% CI)
. . .3-73.8% 53/105 24 41.6-62.4%
o De novo CNS involvement: 537 P%Z/fi 51 545 o aton e 2 353 179010
o Relapsed SNCSL: 602 75 1 ' 77
e DEL: 39% ~ j',—u—' = #ﬁ_ﬂ:
e DHL: 16% £ S0 -f & 50
100 | | W
De novo Events’/N Month  PFS (95% Cl) % *
SNCLS 41/56 24 37.4(24.7-50.1%) 10
113/184 24  45.6(38.0-52.9%)
75 25/45 24 43.2 (27.4-58.0%) 0 —r—F—F—-T—T—— 0 — T T T— T
29/51 24 47.3(32.9-60.4%) 0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 9
< P=.3556 7 Months Months
K Number at risk Number at risk
a- HD-MTX 52 15 10 8 8 7 6 5 5 cagr 105 28 12 42 1 11T
@ MATRix/MTR/RMPV 171 81 57 46 36 26 16 8 TT-ASCT 166 118 75 55 47 40 25 14 10
o 50
> Conclusions:
e |For de novo CNS involvement, HDMTX-containing regimens are
25 - th
0 12 24 36 48 60 72 84 96 bet;@%er@@ﬂhﬂﬁ%@ ' QR Safter, R-CODOX-M/IVAC may not be
C
Months ne@&@gfwﬂ\“}\
Number at risk e |For relapsed SCNSL: multi-agent regimens are better than HDMTX
R-CHOP/EPOCH-IT 56 23 18 13 11 8 6 4 4 e oConsoligative ASCT sinayr.be sbetter than CAR T-cells, but selection
MR-CHOP 184 95 68 47 35 19 10 6 4 bias on the basi#ofsCR is likely the critical determinant.
MATRix/RICE 45 20 11 9 9 8 4 2 0  Numberat risk
R-CODOX-M/IVAC 51 27 22 18 15 13 9 4 1 30 22 20 17 13 11 7 5 3 _
Alderuccio et al., Blood 2026
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MARIETTA trial for SCNSL

Single-arm phase 2 trial
N=75
Median age 58 (23-70)

43% primary CNS disease
20% isolated CNS relapse
37% systemic relapse

MATRIix Cycles

Whole  Relapse;
series isolated CNS
(n=75)  disease
(n=15)
Complete response 41 (55%) 7 (47%)
Partial response 5(7%) 0
Objective response 46 (61%) 7 (47%)
00—
i§ 80 H—LL\_T_
2
2
2 60
”E £0- Patients
0 .
7 undergoing
5 204 ASCT
0
0 | | | | |
0 n 24 36 48 60
Numberatrisk 37 37 26 1 2 0

C
REIEP SE; 100+ —— Patients enrolled at initial diagnosis
. —— Patients enrolled at relapse
CNS-systemic = P
i = 80~ 71%
disease =
2 604
(n=28)
) g * 32%
9 {32 f’ll:-] 2 Y
‘g-, 204 ET SRy + + +
3 (11%) £
0 T T |6 |8 6|
12 (439};0] 0 12 . A 24 3 4 0
e Time since enrolment (months)
Grade1-2 Grade3 Grade4  Grade5s
Neutropenia 2 (3%) 5 (7%) 41(55%) O
Anaemia 8 (11%) 22 (29%) 4 (5%)
Thrombocytopenia 2 (3%) 1(1%) 44 (59%)
Infections 17 (23%) 14 (19%) 8 (11%) 4 (5%)
Hepatotoxicity 8(11%)  13(17%) 0 0
Nephrotoxicity 7 (9%) 0 1(1%) 0
Mucositis 8 (11%) 3 (4%) 1(1%) 0
Nausea, vomiting, or 17 (23%) 3 (4%) 0 0
diarrhoea
Central and peripheral 10 (13%) 3 (4%) 0 0
neurotoxicity
Cardiotoxicity 2 (3%) 1(1%) 0 0
Vascular events*® 2 (3%) 1(1%) 1(1%) 0

Ferreri et al., Lancet Haematol 2021
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Outcome of CAR T-cell therapy

A oy Progression Free Survival
e Multicenter US retrospective, N=61 N
. . 081 °\: Median PFS: 3.3 months
e N=41 with concurrent systemic relapse 055 Gl 2.6 ~ 6.0 monthe
e 30% double-hit cytogenetics g o1
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Epperla N, et al. J Hematol Oncol. 2023; Kaulen et al., JHO 2026



Other novel agents
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Tafasitamab + Lenalidomide e Loncastuximab tesirine
e 2 cases e 3 cases, all with prior CAR T-cell exposure
Time 1 (Baseline) Time 3 (+10 weeks) RCHOP Mosun+ Mosun+ HDMTX+ Allo HDMTX + e
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Glofitamab ~ cp19
e 4 cases
Pre-treatment 2 months 4 months BISpeCIfIC antlbOdleS

e 12 cases of DLBCL/PCNSL/HGBL/MCL/BL with CNS disease
e ORR 50%, CR in 25%
e 6-month PFS in CNS 65%

T1 Post-contrast

Rauschecker et al., BJH 2023; Godfrey et al, Blood 2024; Olszewski et al., BJH 2025; Chohan et al., ASH 2025
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i Case continued

e 71 year-old healthy woman — abnormal mammogram in 12/2024: “0.8 cm mass at 2 o’clock”
e Left breast, needle core biopsy: CD20-negative DIFFUSE LARGE B-CELL LYMPHOMA, non-GCB:
large cells (+) for CD19, BCL2, BCL6, MYC (60%), MUM1 (>30%), high Ki67 (>90% by MIB1), (-) EBER ish.
FISH (-) for IGH::BCL2, MYC, BCL6 rearrangements.
e PETCT: no uptake in the breast. 1 cm right cervical node; 1.6 cm portocaval lymph node (SUV=3.5); intense uptake in
the spleen without foci, SUV=10; abnormal focal intense uptake in the uterus (SUV=10); LDH - 537

PolaRCHP x 4 > HDMTX x2 -> SD -> Acalabrutinib > SD - RT - Axi-cel > PR (?)
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Management of SNCSL: 2026

Secondary CNS involvement by diffuse large B-cell lymphoma

De novo Isolated CNS relapse CNS & systemic relapse

Assessment of performance status, comorbidities and neurological status
Consider steroids and high-dose methotrexate with/without rituximab if acute neurological symptoms

Clinical trial if available at all treatment stages

MATRix/R-ICE - High-dose methotrexate - CAR T-cell

based regimen

R-CHOP with high- e MTR

dose methotrexate o R-MPV MATRix/R-ICE

R-CODOX-M/R-IVAC MATRix with/without R-ICE 7

Best supportive care NGS: MCD - BTKi (RLI) (also: mantle cell lymphoma)
CAR T-cell

Consolidation with thiotepa-based ASCT in those achieving PR or CR (except for CAR T-cell)

Relapsed/refractory disease

CAR T-cell (if not previously given) )
MATRix/R-ICE (if not previously given) Tafasitamab/Len

- BTKi-based regimen Glofitamab

Radiation therapy Loncastuximab tesirine
Best supportive care

Alderuccio et al. Blood. 2023
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