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Diffust storcelligt B-cellslymfom
- fokus pa standardpatienten
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Var diagnosticeras och behandlas

lymfom i Sverige?

Lymfom: Anmilda per sjukhus diagnosar 2000-2023 (n=47093)
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Alla kliniker som behandlar lymfom
registrerar patienter i svenska lymfom-
registret pa INCA (liktydigt med klinisk
canceranmalan)
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Lymfom (%) 21 grupper, 2000-2023 (n=47093)  Diagnosgrupp
AILT MCL

ALCL . MF
BL . NMZL

DLBCL (alla) PMBL
/ - FL (alla) Primart CNS
- HCL PTCL
HL-LP SLL

. HL, klassiskt SMZL
. LBCL TCL ovriga

Diffust storcelligt B-cellslymfom (DLBCL) enskilt vanligaste lymfom-subtypen - ca 30%

Klassiskt Hodgkin lymfom - ca 9%
Aggressiva T-cellslymfom (ALCL, AITL, PTCL nos) — ca 5%



WHO-klassifikationen (femte upplagan)

(Alaggio et al, Leukemia 2022)
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| den senaste WHO klassifikationen sa anvander man istallet
familjen/klassen “Large B-cell lymphoma (LBCL)”

WHO Classification, 5" edition
Large B-cell lymphomas

WHO Classification, revised 4'" edition

Diffuse large B-cell lymphoma, NOS

(Same)

T-cell/histiocyte-rich large B-cell lymphoma

(Same)

Diffuse large B-cell lymphoma/ high grade B-cell lymphoma

with MYC and BCL2? rearrangements

High-grade B-cell lymphoma with MYC and BCL2 and/or BCL6 rearrangements

ALK-positive large B-cell lymphoma
Large B-cell lymphoma with IRF4 rearrangement

High-grade B-cell lymphoma with 11q aberrations

(Same)
(Same)

Burkitt-like lymphoma with 11q aberration

Lymphomatoid granulomatosis

(Same)

EBV-positive diffuse large B-cell lymphoma

Diffuse large B-cell lymphoma associated with chronic
inflammation

EBV-positive diffuse large B-cell lymphoma, NOS

(Same)

Fibrin-associated large B-cell lymphoma

Fluid overload-associated large B-cell lymphoma
Plasmablastic lymphoma
Primary large B-cell lymphoma of immune-privileged sites

Not previously included (Previously considered a subtype of diffuse large B-cell
lymphoma associated with chronic inflammation)

Not previously included
(Same)

Not previously included, encompassing primary diffuse large B-cell lymphoma of
the CNS in revised 4" edition (plus primary large B-cell lymphoma of the

vitreareting and primany large B-cell lymphoma of the testis)

Primary cutaneous diffuse large B-cell lymphoma, leg type {Same)
Intravascular large B-cell lymphoma (Same)
Primary mediastinal large B-cell lymphoma (Same)

Mediastinal grey zone lymphoma

High-grade B-cell lymphoma, NOS

B-cell lymphoma, unclassifiable, with features intermediate between DLBCL and
classic Hodgkin lymphoma

(Same)
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| den senaste WHO klassifikationen sa anvander man istallet

familjen/klassen “Large B-cell lymphoma (LBCL)”

WHO Classification, 5™ edition WHO Classification, revised 4" edition

Large B-cell lymphomas

Diffuse large B-cell lymphoma, NOS (Same)

r T-cell/histiocyte-rich large B-cell lymphoma {Same)

Diffuse large B-cell lymphoma/ high grade B-cell lymphema High-grade B-cell lymphoma with MYC and BCL2 and/or BCL6 rearrangements

with MYC and BCL2 rearrangements

ALK-positive large B-cell lymphoma [Same)

Large B-cell lymphoma with IRF4 rearrangement (Same)

High-grade B-cell lymphoma with 11q aberrations Burkitt-like lymphoma with 11q aberration

Annat Lymphomatoid granulomatosis (Same)
tank EBV-positive diffuse large B-cell lymphoma EBV-positive diffuse large B-cell lymphoma, NOS
- Diffuse large B-cell lymphoma associated with chronic {Same)

inflammation

Fibrin-associated large B-cell lymphoma Not previously included (Previously considered a subtype of diffuse large Bcell
lymphoma associated with chronic inflammation)

Fluid overload-associated large B-cell lymphoma Not previously included

Plasmablastic lymphoma (Same)

Primary large B-cell lymphoma of immune-privileged sites Not previously included, encompassing primary diffuse large B-cell lymphoma of
the CNS in revised 4'" edition (plus primary large B-cell lymphoma of the
vitreoretina and primary large B-cell lymphoma of the testis)

L Primary cutaneous diffuse large B-cell lymphoma, leg type {Same)

Intravascular large B-cell lymphoma {Same)

Primary mediastinal large B-cell lymphoma {Same)

Mediastinal grey zone lymphoma B-cell lymphoma, unclassifiable, with features intermediate between DLBCL and

classic Hodgkin lymphoma

High-grade B-cell lymphoma, NOS (Same)
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Etablerade prognosfaktorer

International Prognostic Index, IPI Age-adjusted IPI, aalPI

1. stadium IT1/TV 1. stadium ITT/TV
2. forhogt LD-virde 2. forhoit LD-virde
3 3

. funktionsstatus (E(J()(;X\Xﬂ]()) 2—4 _ funktionsstatus (E(.()(;,/\X’TI]()} 2_4.
4. alder > 60 ar
5

. > 1 extranodalt organ.

CNS-IPI

stadium IIT/IV

forhoyt LD-virde

funktionsstatus (ECOG/WHO) 2—4
alder > 60 ar

> 1 extranodalt organ

ok o=

6. engagemang av njure/binjure.




Stadieindelning central for %%3 nsttutet
klinisk handlaggning och behandlingsval

Enligt Ann Arbor

Stage | Stage Il Stage lll Stage IV

SORE OO OF

N N n N

A: absence of B symptoms
B: fever, night sweats, weight loss

Lokal 6vervaxt pa extranodalt organ: E
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Primart extranodal (Pe) sjukdom
(enligt Musshoff)
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Pel — engagemang i ett extranodalt organ/vavnad

Pell — engagemang i ett extranodalt organ/vavnad med
spridning till regionala lymfomkortlar (Pelll) eller bortom
detta men fortfarande samma sida om diafragma (Pell2)

Lokal 6vervaxt pa extranodalt organ: E

OBS! viss extranodal sjukdom klassas direkt som Ann
Arbor stadium IV

- Engagemang i benmarg, CNS, lever, pleura eller lunga

- Diffust spritt engagemang i ett extranodalt organ

Armitage JO. Staging non-Hodgkin lymphoma. CA Cancer J Clin.
2005;55(6):368-76.
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DLBCL, not otherwise specified (nos) %%3* Institutet
— hur ser det ut i Sverige?

b

Overall 2007-2009 2010-2012 2013-2015 2016-2018 2019-2021
SWEDEN, total 8833 1649 1709 1851 1917 1707
Age median IQR 72(63,80) 70(61,79) 71(62,80) 71(63,80) 72(63,80) 74 (64, 81)
Sex
Female 3831 (43.4) 742 (45) 747 (43.7) 803 (43.4) 837 (43.7) 702 (41.1)
Male 5002 (56.6) 907 (55) 962 (56.3) 1048 (56.6) 1080 (56.3) 1005 (58.9)

Harrysson et al, BJH, 2025
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DLBCL, not otherwise specified (nos) ¥ it
— hur ser det ut i Sverige?
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Years since diagnosis

Harrysson et al, BJH, 2025
Year nfdiagnosis — 2019-2021 --- 2016-2018 -- 2013-2015 - - 2010-2012 .- 2007-2009
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Patientfall 1



Sjukhistoria

e 79 arig man, i botten FF samt ischemisk
hjartsjukdom med PCI x 2.

« Soker vardcentralen pga en knél pa halsen

* Varit lite trottare &n vanligt samt gatt ner i vikt,
dock aven lagt om kosten efter senaste PCI.
Inga andra B-symptom

Utredning? Diskutera nagra minuter i grupp



Utredningsresultat

* Biopsi visar DLBCL non GC-fenotyp, P53-positivt. MYC
och BCL2-positivt. FISH-analys avseende BCL2 och MYC
rearrangemang negativ

« PET visar 8 x 5.6 x 7.1 cm stor nekrotisk

ymfomomvandlad lymfkortel i region 2a pa halsen.
levern ses drygt 1 cm lymfommisstankt forandring

(Aven kompression av vena jugularis interna)

e Latt anemi Hb 125, LD 4.6, resterande varden
normala

Hur sammanfattar ni stadium och aalPI?



Sammanfattning

 79-arig man, hjartsjuk men normalt EF
med DLBCL, non-GC, stadium 1V, bulky.
aalPl| 2 (stadium 4 samt fornojt LD)

Vilken behandling vill ni ge?




Behandling

Startas pa R-CHOP-21 x 6, dosreducerad 75% initialt
pga hjartsjukdom.

Aven 3 dagar 80 mg kortison innan behandlingsstart pga
stora halskorteln.

Fragmin pga karlpaverkan

Vid interim tydlig storleksminskning av kortlar, inget
kvarvarande lymfomnedslag i levern pa DT. Far fortsatta
med 75% av fulldos.

Slututvardering: komplett metabol remission pa PET
motsvarande Deauville 1

Vad sager ni till patienten vid slututvardering?
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Patientfall 2



Sjukhistoria

38 arig man, rokare, ulceros kolit och primér
skleroserande kolangit | botten

Soker tandlakare pga svullnad vid tander | hoger
underkake, inga andra symtom.

Tandlakare noterar svullnad, tar biopsi.



Diagnos och utredning

« PAD visar diffust storcelligt B-cellslymfom
— CD20+, BCL6+ med fokal CD10+ och BCL2+
— EBER negativ
— FISH: MYC, BCL2 och BCL6 negativa
— Ki-67 90%

« Blodprover inkl LD ua

« PET/CT

— Upptag pa platsen for biopsi i munslemhinnan

— 12 mm lymfkortel pa hégra sidan av halsen
Deauville 4

Sammanfatta stadium, aalPl och foresla behandling




Utredning och behandling

DLBCL IIE A (Ann Arbor stadium lIE eller
Musshoff Pell), oklar subtyp (GC?)

aalPl O

R CHOPx4+Rx2
CR I PET/CT efter behandling



Flyer-studien: R-CHOPx6 vs R-CHOPx4 + Rx2

(Poeschel et al, Lancet 2019)
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A
100 =
QO_M
Inklusionskriterier: £
18-60 ar 2 604
DLBCL stadium I-Il 1Pl =0 § 5o
aalPl = g 40-
Normalt LD E'__ 30- 3-years progression-free survival difference: 3%
Performance 0_1 E ;‘20— Lower limit of 95% Cl: 0%>-5-5% —+ non-inferiority
. Six cycles of R-CHOP (n=295)
EJ bulky (<7.5 Cm) 10+ — Four gycles of R-CHOP plus two cydes of rituximab (n=293)
GD 10 20 3‘0 4‘0 5'0 60 TID 80 9‘0 100 110 120 13‘.0 14‘10 1'_!,0
MNumber at risk
(number censored)
Six cycles 284 274 245 222 197 165 125 99 77 59 47 37 15 4 1]
(31 (8B) (26) (19) (24) (32) (39) (24) (1) (17) (A1) (9) (21} (11) (4)
Four cycles 286 274 244 215 186 163 124 105 89 71 59 36 18 3 0O
(2) (8) (30) (27) (25) (22) (34) (18) (16) (1B) (11) (23) (1) (15) (3)
Slutsatser:
. . C
Lika bra resultat i armarna T ——————— e
. . . . 904
men farre biverkningar med kortare behandling fo-
F 70
Viktigt att undvika éverbehandling om vi kan! Ea
T 404
(=] :;0_
20+
Vart att notera: 7

testislymfom fick 3 av 11 aterfall (27%)
- ingen hansyn togs till ytterl biomarkorer

- extranodal sjukdom inkluderades men bland

T T T T T
0 10 20 30 40 50
Number at risk
(number censored)

(2) (9) (30) (27) (26)

T T T T T T T T T 1
60 70 B0 90 100 110 120 130 140 150

Time since randomisation (months)

Six cycles 290 280 253 231 206 174 134 107 82 65 50 40 17 4 0O
(3} (8) (26) (20) (25) (32) (40) (26) (24) (17) (12) (0) (22) (13) (4)
Four cycles 290 280 250 222 193 170 136 112 92 73 61 37 20 4 0

(22) (34) (23) (18) (19) (1) (24) (17) (16) (4)



Diskussion

Vilken behandling hade ni rekommenderat till patienten
om han hade haft stadium | DLBCL | ena testikeln,
(inget kortelengagemang, LD normalt)?



Rekommenderad behandling testis-lymfom
tidigt stadium

Okad risk fér CNS recidiv vid extranodalt engagemang i
testis, njure/binjure, ovarier

Ge full behandling (6 kurer R-CHOP eller R-CHOEP)

Ge CNS profylax:

- It mtx

- systemiskt (hogdos MTX/Ara-C efter R-CHOP (CRY-protokollet)
eller efter R-CHOP 1 och 2 och Ara-C pa slutet (CHIC-protokollet)

Stralbehandling mot kontralaterala testikeln till 30 Gy



Lag evidens for nytta med CNS profylax men
fortfarande motiverat vid specifikt extranodalt
engagemang sa som testis, njure, binjure
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FIG 2. Crude cumulative risk of CNS progression in patients receiving first-line immunochemotherapy with
or without systemic methotrexate (HD-MTX). (&) All-pts. (B) Patients in complete response at the end of
first-line systemic therapy (CR-pts). All-Ptg, all patients; CR-pts, patients in complete response at com-
pletion of chemoimmunatherapy, HD-MTX, high-dose methotrexate.

Lewis et al, JCO 2023



