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Radiotherapy in haematological tumors

It's a huge world — but “fortunately” I've to focus on 2024
picking at 2023 for:

- Hodgkin Lymphoma
- PMBCL

CAR-T cell
Cutaneous lymphoma
Multiple Myeloma
TBI/TMI
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A brief introduction for RT and Lymphoma treatments

RT for lymphoma is old:

- 1st curative treatment for lymphoma However:
- Also known as the most effective single agent The main aim for most of the hematological trials
- Don’t induce cross resistance with chemo is to omit RT

Can reach high local control

Potential immunogenic effect
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A brief introduction for RT and Lymphoma treatments

NEW DRUGS (Immunotherapy revolution) and
RESPONSE ADAPTED (PET imaging) changed the paradigm

- Systemic therapy only

2 possibilities

Integration of RT into new treatment algorithms

Adapted fro Mikaeel J ESTRO 2023
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RT DOSES and RT VOLUMES “adaptation”

2000's )

ISRT/INRT

IFRT

Modern Radiotherapy

Smaller volume: Accurate imaging
Involved-site only

Lower dose: Old doses: 40 -50 Gy
Responding lymphoma: cHL 20 - 30 Gy
DLBCL 30 Gy
FL 24 Gy or 4 Gy

Better technology: IMRT
IGRT
Breathing / motion management

| 36-45 Gy

20-36 Gy

| |
| 20 | | 3D IMRT, Protons,
PET fusion, DIBH, IGRT
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4 }.,./' - ? & SMD DS 4/5 - No significant change from baseline

Score 1 2 3 5 PMD DS 4/5 - Uptake > baseline or new areas
No uptake FDG < MBP FDG >MBP < liver FDG > liver  FDG >> liver
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Functional Imaging to predict response and for prognosis

Reconstruction algorithm can change Deauville score

Staging Response qCLEAR
Score 2 Score 4

Adapted fro Mikaeel J ILROG 2023
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journal homepage: www clinicalradi yonli ==

Contents lists available at Science ect
onp Clinical Radiology

; i
The frequency of change in five-point scale score ~ ® g \ —
with a Bayesian penalised likelihood PET -

reconstruction algorithm on interim FDG PET-CT

and its potential implications for therapy

decisions in Hodgkin's lymphoma

M. Subesinghe ", H. Ilyas, J.T. Dunn ™", N. Mir“, A. Duran”, P— — - —
N.G. Mikhaeel "', S.F. Barrington ™™

Figure 1 Frequency histogram comparing the 5-PS score between
OSEM and BPL PET reconstructions.

Change of DS 18/81=22%
Change from DS 3 2 4 11/81 =14% (25% of DS 3)
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Functional Imaging to predict response and for prognosis

Is MTV ready for clinical use?

* s it prognostic?

* Do we have consensus on how to measure it?
* Software
* Threshold for measurement
* Cut-off for prognosis

A relative threshold method (SUVmax
41%) is used for tumor delineation.
Three expert nuclear medicine readers
calculated TMTV in baseline PET using

* |s it reproducible and readily available in clinic? the open-source Fiji® plattform?

* How should we use it?
* In addition to prognostic indices
* Replace
* incorporate

Gallamini et 2023
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LS-Hodgkin Lymphoma

Considerations for Treatment of Early Stage HL

Overall Incidence of Heart Disease or Stroke

40 4 Population

ABVD plus IFRT VD x 3 +
ABVD alone 30G > IFRT
P [ ' ]' 6.2% Treatment Treatment Late
§ 30 - / ——— e Vs
: ABVDx 3 6.7% Modalities Modalities Effects
g 29 )
2 % General Population
g ) Novel Agents
5 1 : With ABVD x 3 + 30Gy IFRT
excess risk is shared about s
OTHERA
equally between RT and - Cardiovascular(cv) .
T T s mmu
0 10 20 » doxorubicin. oy
Years Since Treatment ‘
Treatment Efficacy Survivorship Treatment Efficacy Survivorship
Taha Al-Juhaishi,Sairah Ahmed, Management of limited-stage Hodgkin lymphoma,
Hematology Am Soc Hematol Educ Program, 2023, HOdgson D |LROG 2023
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LS- Hodgkin Lymphoma

PET negative Disease stage/ Median

Trial Trial design definition characteristics N follow-up PES 0s

RAPID% ABVDx3 - > DS 1-2 Stage IA or lIA 602 Syrs 3-yr90.8% 3-yr 99.0%
PET neg: no further treatment . Nonbulky 3-yr 94.6% 3-yr 97.1%
or 30 Gy IFRT 3-yr 83% 3-yr 87.6%
PET pos: ABVDx1 plus 30 Gy IFRT

EORTC H10" Favorable DS 1-2 Stagelorll 1950 4.5yrs (F) PET neg control=5-yr 99% 5-yr100%
ABVDx2- > ABVDx1 plus INRT Favorable or unfavorable (F) PET neg trial =5-yr 87.1% 5-yr 99.6%
Or ABVDx2 - > PET . (V) PET neg control = 5-yr 92% 5-yr96.7%
PET neq: ABVDx2 (V) PET neg trial = 5-yr 89.6% 5-yr 98.3%
PET pos: escBEACOPPx2 plus INRT (F/U) PET pos control = 5-yr 77.4% 5-yr 89.3%
Unfavorable (F/V) PET pos trial = 5-yr 90.6% 5-yr96.0%

ABVDx2- > ABVDx2 plus INRT

Or ABVDx2- > PET

PET neq: ABVDx4

PET pos: escBEACOPPx2 plus INRT

CALGB 506047 ABVDx2 - > PET | DS1-3 St ] I 164 73.8 3-yr 9% 5 =
o o e ‘ Omission / not

PET pos: escBEACOPPx2 plus IFRT

CMT arm: ABVDx2 plus 20 Gy IFRT DS 1-2 Stage | or Il - Favorable 150 | 3.8yrs 5yr93.4% 5-yr 981% | n CI u S | O n Of RT at

ABVDx2 - > Nonbulky 5-yr 86.1% 5-yr 98.4%
PET neq: no further treatment . 5-yr 88.4% 5-yr 97.9% =
PET pos: 20 Gy IFRT least in one arm
GHSG HD17% CMT arm: escBEACOPP/ABVDx4 plus 30 Gy DS 1-2 Stage | or Il = Unfavorable 100 39yrs 5-yr 97.7% 5-yr 98.7%
IFRT Bulky 5-yr 95.9% 5-yr 98.8%
PET-4 neg: no further treatment . 5-yr 94% 5-yr 99.2%
PET-4 pos: 30 Gy IFRT
CALGB 50801% ABVDx2 - > PET DS 1-3 Stage IA-IIB 94 5.5yrs 3-yr 89.7% 3-yr 94.4%
PET neq: ABVDx4 Bulky only 3-yr 92% 3-yr97.7%
PET pos: escBEACOPPx4 plus 30 Gy ISRT
RATHL? ABVDx2 - > PET DS 1-3 Stage IIB-1V or lIA with 1203 3.4 yrs 3-yr 85.7%, ABVD 3yr97.2%
PET neg; ABVDx4 or AVDx4 ‘ adverse features 3-yr 84.4%, ABVD- > AVD 3-yr 97.6%
PET pos: BEACOPPx4 3-yr 67.5% 3-yr 87.8%
HD10% ABVDx4 plus 30 Gy IFRT Not PET Stagelorll 1370 7.5yrs 8-yr 88.4% 8-yr 94.4%
ABVDx4 plus 20 Gy IFRT adapted Favorable 8-yr 90.0% 8-yr 9%4.7%
ABVDx2 plus 30 Gy IFRT 8-yr 85.4% 8-yr 93.6%
ABVDx2 plus 20 Gy IFRT 8-yr 86.5% 8-yr95.1%

Taha Al-Juhaishi Hematology 2023
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LS-Hodgkin Lymphoma

100

80
70
60
50
40
30
20
10

onths]

Follow-up of the GHSG HD16 trial of PET-guided treatment in
early-stage favorable Hodgkin lymphoma

CMT
ABVD alone

CMT
— mrrrree T - 20 20
- . - z |—
ABVD alone | : 154
. B
S-year estimate [95% CI] S
Standard CMT:  94.2% [91.6% to 96.9%) B ABVD a|one
s 10 s |
Difference: -7.6% [-12.5% to -2.6%] b
Hazard ratio 2.05[1.20t0 3.51] H
Log-rank test p=0.0072 s $4
+ Consore d . __ ABvDalone | C |
I
0 12 24 36 8 60 3 th °
nths]
Number at risk (number censored) Time [months] © 12 24 36 4 0 LR

r cansore
328 (0) 311 (15)

288 (30) 272 (43)

PFS

246 (65) 203 (108) Number at risk

Local recurrence

24 36

Second malignancy

Fuchs et al Leukemya 2024
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Hodgkin Lymphoma upcoming trial

irowsnm»l
(TALIANA

PET-guided dose Reduction for InvOlved site Radiotherapy In early-sTage unfavourable
ﬁ?@NO\”T Hodgkin lymphoma: a randomized phase Il studY
: s

PRIORITY Trial J'cLuB
PI: Prof. U. Ricardi
Co-Pl: dr. F. Matrone

PET PET

DS 1-3 2 ABVD

A
Unfavorable ISRT 20 G
Stage I-Il HL 2 ABVD -
- experimental
Salvage

DS 4-5
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RAFTING Trial

RADIATION-FREE THERAPY AS THE INITIAL TREATMENT OF GOOD-
PROGNOSIS EARLY NON-BULKY HODGKIN LYMPHOMA, DEFINED BY A
LOW METABOLIC TUMOR VOLUME AND A NEGATIVE PET-2 - RAFTING

TRIAL.

The RAFTING trial has been conceived with the aim of delivering the appropriate treatment intensity to early-
stage nonbulky HL moving from the best risk-stratification so far available to predict treatment failure in a single-
patient basis.
1. Modified EORTC Criteria T
2. MTV value at baseline i S o — S
3. Interim PET after 2 ABVD (PET-2) results g 804 Mt e

. )
LOW-RISK: all the above: (Group 1a) =2 NS
Favorable according to m-EORTC & e RAPID Trial with PET+ arm
Low MTV Value 5 e
Negative PET—Z § 40 - awomum Tumour Dimension

S wwe [FRTAMID 25cm = =+« NFT & MTD 2 5¢cm

&= 00 ] = FRTAMID<Scm = NFT&MTD <5cm
INTERMEDIATE RISK: (Group 1 b)
Low-risk patients with unfavorable m-EORTC criteria.

o L) A L) L) L Ll L) L) T L)

HIGH-RISK: any of the following: (Group 3a and 3b) 0O 12 24 36 48 60 72 B84 96 108 120
PET-2 positive (whatever the mEORTC class) Time since registration (months)
High MTV (whatever the mEORTC class) Gallamini et al Hematological oncology 20
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RAFTING Trial

1 { ONA +
® O Patient Risk Risk : PET-3
@ 1 ne group ctors Treatment PET-2 (DS) (0S)
| 1 High (3b) MTV high ABVD x 4 + INRT + Nivo 2 5
'"|° {aevox: |{The 2 Low-int. (1b)  Age > 508 ABVD x 4 3 4
@ - 3 High (3a) PET-2 positive ABVD x 4 + INRT + Nivo 4 4
4 Low-int. (1b)  LNM ABVD x 2 3 5 (New Les.)
5 Low-int. (1b) LNM ABVD x 4 3 5
E] Modified EORTC criteria for early-stage HL prognosis
ISHL 12

Gallamini et al Hematological oncology 20
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Hodgkin Lymphoma

The NEW ENGLAND JOURNAL of MEDICINE

EDITORIALS

Therapy for Hodgkin’s Lymphoma — Can It Get Any Better?

James O. Armitage, M.D., and Dan L. Longo, M.D.

2024
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IO in advanced stage Hodgkin Lymphoma

N+AVD BV+AVD
The NEW ENGLAND (N=487) (N=483)
JOURNAL of MEDICINE Disease stage — no. (%)
ESTABLISHED IN 1812 OCTOBER 17, 2024 VOL. 391 NO. 15 ”I 185 (38) 168 (35)
IV 302 (62) 315 (65)
. . ’ . sy
Nivolumab+AVD in Advanced-Stage Classic Hodgkin’s Lymphoma B atome pressri s hol % 288 (59) 273 (57)
\.F. Herrera, M. LeBlanc, S.M. Castellino, H. Li, S.C. Rutherford, A.M. Evens, K. Davison, A. Punnett, S.K. Parsons,
hmed, C. Casulo, artlett, ].M. Tuscano, M.G. Mei, ess, R. Jacobs, H. Saeed, orka, B. Hu, — 0,
® P\?O/:kowﬁz, S.CKaur, G.NGZyEL z onri’evrl)z: A Doar:) L?mpi:;.iuma?. é Chbow:huqry. B B[jlr-l[k(‘{k, NBS)’:{arma, IPS no. (A))SS
. Shipp M. Crump, B Kl 1., Lionare, M. Sith Y. Song, KM. Kl and W, Friedberg 0-3 332 (68) 328 (68)
4-7 155 (32) 155 (32)
N+AVD BV+AVD Bulky disease — no. (%)9] 156 (32) 127 (26)
g Age
( cycles ) Median (range) — yr 27.6 (12.0-83.7)  26.8 (12.0-81.7)
Nivolumab y
W Distribution — no. (%)
12-17 yr 118 (24) 118 (24)
18-60 yr 321 (66) 318 (66)
60 yr 48 (10) 47 (10)
Female sex — no. (%) 216 (44) 210 (43)
487 Patients 483 Patients
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IO in - Hodgkin Lymphoma

. i RADIATION THERAPY
Progression-free Survival

Hazard ratio for disease progression or death, 0.48 (99% Cl, 0.27-0.87); Discontinuation
two-sided P=0.001

e N 100+
5 BV + AVD 80
S |
. 60 ! 60
Q
5 .0
£ ! 40+
o : 22.2
$ 20 ) o
- 20 04
0 T T T T T
0 12 24 36 48 0 : B g Only seven patients received radia-
Months since Randomization Nivolumab Brentuximab Vedotin tion therapy — three in the N+AVD
group and four in the BV+AVD
group.

NEJM 2024
30-31 GENNAIO 2025 \
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IO in LS-Hodgkin Lymphoma

Trial Trial design Disease stage N redlan Outcomes PFS os
ollow-up
Pembrolizumab Pembrox3 — AVDx4-6 (4 cycles Stage I/11 30 22.5 months CMR 55% with pembro Median PFS not Median OS not
followed by AvD*' for early stage, 6 cycles for unfavorable alone, but reached reached, reached,
advanced-stage or early-stage bulky) Stage lI/IV 100% after AVDx2 2-year PFS 100% 2-year OS 100%
Nivolumab and AVD* Nivo-AVDx4 plus 30 Gy ISRT Early-stage 109 13 months CMR 12-month PFS: 12-month OS
Sequential therapy: nivox4 doses — unfavorable Group 1: 83% Group 1: 100% 100% in both
nivo-AVDx2 — AVDx2plus Group 2: CR 84% Group 2: 98% groups
30 Gy ISRT
BV-AVD vs ABVD, BV-AVDx4 Early-stage 170 45 months CMR 2-year PFS: 97.3% Median not
followed by or ABVDx4—>30 Gy INRT unfavorable BV-AVD 86.7% with Bv-AVD vs 92.6%  reached
30 Gy INRT>* ABVD with ABVD
78.9%
_ _ Important results
Bv-AD* Bv-ADx2 — PET Non-bulky early-stage 34 53 months CMR 97% Estimated 5-year PFS = Estimated
1. If PET neg, then Bv-ADx2 (total 4) favorable or of 91% S-year OS of 96% f P FS
2. If PET pos, then Bv-ADx4 (total 6) unfavorable O r
Bv-AVD +/- RT BV-AVDx4 — PET Early-stage m7 45.6 months CMR Overall 2-year PFS Overall 2-year OS
(& cohorts)®? If PET neg, then unfavorable 1.93% 4% 99.1%
1.30 Gy ISRT 2.100% 2-year PFS for 4
2.20 Gy ISRT 3.93% cohorts
3. 30 consolidation volume 4.97% 1.931%
radiotherapy 2.97%
4. No radiotherapy 3.90%
4. 97%
ABVD followed ABVDx2 —PET Nonbulky early-stage 41 47 months CMR 3-year PFS of 92% OS was 97%
by Bv consolidations Favorable and PET neg, then favorable and 95% 3-year PFS 100% for 3 year OS 100%
BV consolidation unfavorable PET neg after Bv for PET neg after
Favorable and PET pos or unfavorable Bv

and PET neg, then ABVDx2 plusBV
consolidation

Unfavorable and PET pos, then
ABVDx4 plusBV consolidation

Taha Al-Juhaishi Hematology 20
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IO and Radiation Free - Hodgkin Lymphoma

BV-nivo

x 3 cycles
——
@ American Society of Hematology PET2- :
"’ ' ' r Deauville 1-3 ——

BN Bulky ABVD x 2 cycles
b 2 3% =
A Randomized Phase 2 Study Incorporating Nivolumab PET2+ BV-AVD Nivo x q 2
and Brentuximab Vedotin into Radiation-Free -_I: ille 4.5 —— x4 cycles ey _

Treatment of Early Stage Classic Hodgkin Lymphoma

Key eligibility:
Age > 16
Stage /1l

PS<2

On-Study

Deepa Jagadeesh, MD, LuCh 3ond, MD, BS, / Exclusion:
F * Nosensory>gr1PN
* Any motor PN ABVD could be given prior to enrollment
* No condition requiring Randomization stratified between stage | vs Il and A vs B sx
prednisone > 10 mg/ Interim PET scored (Lugano 2104) per local review

immunosuppressive
\ medications within 14 d

ASH 2024

30-31 GENNAIO 2025 \
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IO in - Hodgkin Lymphoma

. ‘ PFSm % o PFS(95%Cl) | #of 18-month 24-month

o PD/Rel

o %i‘_::i\lw_ﬁ ‘ TArmA (n=45) | 0 100% 100%

0% ' ' Arm B1(n=36) | O 100% 100%

. “Arm B2 (n=35) | 5 97% (81-100%) 86% (67-95%)
oo Arm C (n=37) | 7 85% (68-94%) 77% (57-89%)

30%
20%
10%

Am A No deaths reported thus far.

Arm B1

ok il Median follow-up is 27.7 months (range 3.2-51.0).
o o 6 12 15 ” 30 376 4‘3 a8 Incorporating Nivo +/- BV in PET2-negative patients with non-bulky early stage cHL after
Months from Start of SOC ABVD 2 cycles of ABVD resulted in 100% 24 month PFS with manageable toxicity, without

radiotherapy.

Lead to AHOD 2131 intergroup study ASH 2024

30-31 GENNAIO 2025 \
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PMBCL

CMT

Chemo only

PET adaptation

US National Cancer Database, 2006-2011

DA-EPOCH-R with no RT in a NCI Phase-2 trial

1.0
w— DLBCL 100~ combined modality therapy 100+
\. -
el || 8T . -
< s - -
p= 0018 E S LB 2_\.2_ 70
= 604 systemic therapy alone S 6o
3 z
(7] 0 a 504
- -4
s e
2 20 5-Yr OS: 93% versus 83% & 304 !
° (HR 0.34; P=0.002) 3 204 Atamedian follow-up of 63 months,
LS ; { ’ 104 OS, 97% (95% Cl, 81 to 99)
0 24 48 72 Months ) Gy P (2 R L EER N S R
No. at risk 0 1 2 3 45 672 8 91111213
o 2 4 & 8 143 78 25
Time from first progression to death (years) -=-=-265 181 82 17 ey
MW Jack etal. AmJH l. 2016; 91:476-80 K Dunleavy et al. NEJM. 2013; 368:1408-16

TTP (%)

TTP by Deauville
100

SOJ
60 4

40 1 .
20 = D1-3.DX-5y91%

- D4-5y87% P <0001
- D5-5y33%
0 T L T L) T

0 2 4 6 8 10
Time (years)

Hayden AR et al, Blood 2020;136:2803

A distinctive lymphoma looking for the best strategy of cure

\dapted from Ricardi U- ILROG 2023
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IELSG 37 and OMISSION of RT in PMBCL

Journal of Clinical Oncology*
Martelli et al 2024

: 5 *Doxorubicin- and
| Registration and g, PET/CT Rifiiiiab-cortiliig
rv- : * regimen, such as
> « R-CHOP21
- ; Standard immunochemotherapy™ ’ E‘E:SE;‘I
e . 3 -
- 73 % * « DA-EPOCH-R
R = - K * R-VACOP/MACOP-B
eorPET/CT with central review 5-6 wks after R-chemo
V4 SA
PET-pos. (DS 4-5) PET-neg. (DS 1-3)

Randomization 1:1
Follow-up for ORR, PFS,0S ‘/ \

::alySis to the local salvage Mediastinal RT 30 Gy Observation
erapy

within 8 wks after R-chemo

30-31 GENNAIO 2025 \
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IELSG 37 and OMISSION of RT in PMBCL

Journal of Clinical Oncology*

Martelli et al 2024 Practice changing

00— e i e s R A AR e
0.75 — -
S E 0.75
S PFS =
=]
> 0.50 — S 050
e pust
— Q.
4 &P
- 0254 Q25
....... DS1-3
------- Radiotherapy -1 Ds4
Observation Log-rank test, P=.274 DS5 Log-rank test for trend, P < .001
0.00 —
0.00 —
r oy rypvryrtgpvptyp vty vty vyt

0 6 12 18 24 30 36 42 48 54 60 66 72

Time Since Random Assignment (months) Time Since End-of-Therapy PET (months)
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CART-T cells and RT

Cellular Therapy: CAR-T

STARTING
MATERIAL Tisa-cel
Axi-cel
LEUKAPHERESIS CAR LOADING Murine scFv Murine scFv
o ¥ 0 » (FMC63 FMC63

Axi-cel: Retroviral
d CcD19 Tisa-cel: Lentiviral
Liso-cel: Lentiviral \ | '
Axi-cel: Fresh PBMC - )
Tisa-cel: Cryo PBMC CD28-H CD8a-H
28 CD8a-TM

Liso-cel: CD4/CD8 T cells CD28-T™

LYMPHODEPLETION ‘O,h cs | 4-188-CS |
Axi-cel: Cy + Flu naz
Tisa-cel: Cy + Fluor B 1 CD3Y €D3¢
Liso-cel: Cy + Flu
T LV. INFUSION EXPANSION |
H
O < ©
Axi-cel: 2 x 10*cells/kg Axi-cel: OKT3 + IL-2
Tisa-cel: median 300 x 10* CAR’ cells Tisa-cel: CD3/CD28
Liso-cel: 50, 100 or 150 x 10* cells Liso-cel: ND

30-31 GENNAIO 2025
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CART-T cells and RT

TREATMENT APPROACH AND UNMET NEED IN DLBCL v > CAR-T AS 2L THERAPY IN R/RLBCL
T S TS ZUMA 7: RESULTS

Early relapse Candidate for Chemo-sensitive: AHCT
aggressive
Late relapse treatment

Chemo resistant: CAR-T

Event-free survival
HR 0.398 (95% ClI, 0.308-0.514); p<0.0001

Initial
treatment

Not a candidate ? 1007 oy Median EFS 24-mo EFS rate
for aggressive S \ (95% Cl), mo (95% Cl), %
treatment Clinical trial E 80 \ Axi-cel (n=180) 8.3(45-15.8) 405 (33.2-47.7)
Sl T 60 Ne SOC (n=179) 20(1628)  163(111222)
Selinexor " .
Lenalidomide + rituximab* § 40 ! Median EFS 1 8.3 mo -
Ibrutinib* = ] i
Tafasitamab-cxix + g 207 2.0mo '
*Not approved by the FDA or EMA lenalidomide w 5 8
1L, firstline; 2L, second line; 3L+, third line and beyond; AHCT, cell transplantati 2 o i H Median follow-up 24.9 mo
CAR-T, chimeric antigen receptor T-cell therapy; DLBCL, diffuse large B-cell iymphoma; EMA, European Medicines Agency; Loncastuximab tesirine-Ipyl 01, T T T T T T T T T T T T r T - ; r
FDA, Food and Drug Adminisraton; pola-BR, p dotin-pic, ine and rituimab ESMD 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Wang L, et al. J Hematol Oncol 2020;13:175.

Months

Ruth Pettengell
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N 7

ONDAZIONE
AN

fluorodeoxyglucose activity on day +30 post CAR T-cell i)
therapy in non-Hodgkin lymphoma

I Consolidative radiotherapy for residual

Saifi, Haematologica 2023

Omran Saifi; William G. Breen,” Scott C. Lester,” William G. Rule,” Bradley J. Stish,” Allison
Rosenthal,* Javier Munoz,* Yi Lin** Radhika Bansal,* Matthew A. Hathcock,*" Patrick B Correspondence: B. S. Hoppe
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L]

61 pts with positive FDG PET at day +30

45 patients were observed and 16 received cRT.
- 15(33%) observed patients ===p CR

- 27 (60%) PR progressed with all relapses involving initial sites of
residual FDG activity

- 10 (63%) cRT patients achieved CR, and four (25%) progressed with no
relapses in the irradiated sites.
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CART-T cells and RT consolidative

10 :ﬁ;;‘:df;?‘:::.ud Management approach or Comprehensive
4 10 day +30 post-CAR T 3 Consolidative RT
ﬁc:s =% Observation 7 No
g o8 ~4= No-censore d E el gonsohdanve RT o Yes
€ =+ Yes-censored < 8 RoIVNoOf conecred — 08 =4~ No-censored
@ P <0.001 s }— Consolidative RT-censc 4 == Yes-censorex
¢ 2
% 08 3 =
06 o P =0.008
2 H P=0.025 g O
: £ b
3 0 K-
g [ K]
& H 04 % o4
g g &
4 02 a °
02 =
02
0.0
0.0
0 12 24 38 48 60 0.0
ber at risk Time (months) 0 12 24 38 43 60
solidative RT 27 15 2 1 0 Number at risk Time (months) 0 12 24 36 48 60
srvation 64 13 6 5 1 0 onsolidative RT 1€ 1 1 0 Number at risk Time (months)
Observation 45 12 Comp cRT 7 1 1 0
No comp cRT 48 12 5 1 0

LOCAL CONTROL Patient level PFS PFS «comprehensive RT»
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CART-T cells and RT Bridging

What bridging strategy is best?
OS & PFS 1 with comprehensive bRT to all disease sites
o “Non-Ablative” “Ablative”
PFS ————
100 - § 1004 -~ Focal 2-8 Gy > 30 Gy
] A, 2 P=0.036 : ;
§ 804 3 &1 - Comprehensive Ultra Low-Dose High dose
‘% 60- & o0 Immunogenic Definitive
§ 40+ § 40 Abscopal Effect Debulking
> 4 0 ]
O 204 %, 20- Curative
g
00 1'0 2'0 3'0 4'0 5'0 oo 1'0 2'0 3'() 4'0 5'0 2'8 Gy 37'5-45 Gy
Time from CAR-T infusion (months) Time from CAR-T infusion (months) - 2 1 o
1 yr OS: 72% [52-85] vs. 45% [23-65], p=0.01 in 1-2 frx in 15-18 frx
Gohar et al. ASTRO 2023 “Boom boom”

Courtesy by
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Cutaneous Lymphomas

BRIEF REPORT

Real-World Pattern-of-Care Analysis of Primary
Cutaneous Lymphomas Radiation Therapy
Among European Organisation for Research
and Treatment of Cancer Members

Khaled Elsayad, MD, Ph,*! 111113555555 LI T T Emmanuella Guenova, MD, PhD, 19799 Beatrice Fournier,!
Carolina Fernandes," Enrico Clementel, Evangelia Papadavid, PhD,*' Marie Beylot Barry, MD, PhD,

Felix Pavlotsky, MD, Chalid Assaf, MD, PhD,"**!!"" Pablo L. Ortiz-Romero, PhD,"""' Vassilis Kouloulias, MD, PhD, '
Adele de Masson, MD, PhD, ! I' Stephane Dalle, MD, "% Pierre Clavére, PhD,**' Max Schlaak, MD;***'

Nina Booken, MD, PhD,'!!"" Marion Wobser, MD,***' Christina Mitteldorf, MD, " Barzilai Aviv, MD,"

Virginia Mareco, MD, %" Fernando Gallardo, PhD,”**' Reinhard Dummer, MD,****' Markus Gross, PhD, !

Felix Ehret, MD,'** Andrea Lancia, MD, " Bartiomiej Tomasik, PhD,! | Il Lorna Hawley, PhD, 171

Vincent Rermouchamps, MD, PhD,”*** Mona Abdel-Halim Ibrahim, MD,*****"

Ahmed Gawish, Ph, 1111855 L HTT I pohamed Abouegylah, MD, Y979 Martin Stuschke, PhD,*****

Adinda Baten, MD,****** Hans Theodor Eich, PhD,* Lena Specht, MD, PhD,'"**!"' Mario Levis, PhD, "%

Stephen Morris, MBBS, MRCP, FRCR, ! I 11 111" Belinda Campbell, MBBS, MMed, FRANZCR, 1111994455 sunnnn.t
Jan P. Nicolay, MD, PhD, 11" Richard Cowan, MD,*'*':" and Dora Correia, MD**33555 Ll LI T o pehalf of the
EORTC Cutaneous Lymphoma Tumour Group'

Radiotherapy in cutaneous lymphomas: Recommendations from the EOR’]
cutaneous lymphoma tumour group

Khaled Elsayad **>*>%>") Emmanuella Guenova ***, Chalid Assaf ““, Jan P. Nicolay©,

Franz Trautinger f Rudolf Stadler ¢, Cora Waldstein ", Tom Boterbergi, Paul Meijndersj,
Youlia Kirova “, Gabor Dobos’, Victor Duque-Santana ™, Elena Riggenbach”,

Wael Elsheshtawy °, Anne Niezink ”, Evangelia Papadavid %, Julia Scarisbrick ",

Maarten Vermeer °, Karen J. Neelis ‘, Martine Bagot “, Maxime Battistella”, Pietro Quaglino
Robert Knobler*, Werner Kempf”*, Ahmed Maklad **, Sebastian Adeberg absataj )

Vassilis Kouloulias *, Gabriele Simontacchi®?, Stefanie Corradini *°, Laila Konig *,

Hans Theodor Eich ?, Richard Cowan ¢, Dora Correia ™"
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Cutaneous Lymphomas

Conventional fractionated dose recommendations B Hypofractionated dose recommendations
100% 100%

—_—
0% e 90%
80% | 4 80%
70%
70%
60%
50%
- . = I
0%

MF pcALCL peMZL/FCL pcDLBCL, leg type u5x5 Gy 0 1 0

60% ey

40%

40%

30%

20%

20%

10%

o% MF PCALCL pcMZL/FCL pcDLBC, leg type
1
u 50-60 Gy 0 0 0 1 m4-8x4 Gy 3 3 - 3
40-46 Gy 0 1 0 17 2-3x4 Gy 10 2 3 0
®>30-36 Gy 3 13 4 9 ®5-10x3Gy 4 3 3 3
®>24-30 Gy 13 18 17 12 E8x2.5Gy 0 2 ) 0
20-24 Gy 18 4 14 2 4Gy 0 4 0

IJROBP 2024
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Cutaneous Lymphomas

Primary Cutaneous B-cell ymphomas

A Primary Cutaneous T-cell ymphomas

Radiotherapy Radiotherapy

4oy CDa+
L0y H H Anaplastic H .
zo Mycosis i Sézary i large cell ] """'f..','.'..f"""
l s0ay Aigses { Ctd ] tymphoma i pleomorphic
6 T-cell LPD
Solitary or Generalised Solitary or multifocal skin
localised skin skin 1 H localised skin lesions or H
it involvement lesions. relapses
Local g - i Local Local '
Radiotherapy

solitary skin Solitary lesion
lesions <5 cm > 5 cm diameter

: frail, not suitable
i s
Radiotherapy

(o] [we] [ ]  ESE !
I 121156y ] I 121156y I

or

4 Gy
8 Gy
12 Gy

20 Gy
I 30 Gy
ECJ 2024 40 Gy
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Radiotherapy and Multiple Myeloma

Complicated or Uncomplicated . ngmpllcat?d o
i ? . pinal cord compression (any epidura
Uncompllcated i extension, Bilsky score 21a)
Impending pathologic fracture (SINS 28;
Mirels’ score 29)

l *  Re-irradiation

Goals of Pain palliation only Extend local control, duration of pain
i lity of life
treatment? response, improve qua

! | |

Grade 2 3 hematologic toxicity prior to RT
Transfusion or growth factor within 2
. weeks of RT
Patlent a nd . Relapsed/refractory to > 3 lines of
. systemic thera,
lesion factors? . R Cory o both
inhibitor and immunomodulator
Planned for transplant within 30 days of RT
Pelvic or spinal location (prioritize local
control if any sign of complicated lesion)
Poor prognosis (<6 months)
“Large” treatment field volume

None of these factors

l ! '

RT dose (EqD2) < ;

* Sample doses
<12Gy (VLD) <24Gy (LD) >24Gy (HD)
8Gy in 1 fraction * 20Gyin 5-8 fractions * 30Gyin 10 fractions

«  24Gyin 12 fractions S.C. Zhang and L.K. Ballas
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TBI/TMI

Contents lists available at ScienceDirect

Radiotherapy and Oncology

journal homepage: www.thegreenjournal.com

Check tor
Updates

Technical recommendations for implementation of Volumetric Modulated
Arc Therapy and Helical Tomotherapy Total Body Irradiation

Enrica Seravalli ®, Mirjam E. Bosman °, Chunhui Han B, Christoph Losert “, Montserrat Pazos °,
Per E Engstrom d, Jacob Engellau ®, Christian P.L. Fulcheri !, Claudio Zucchetti’,

Simonetta Saldi ¢, Carlos Ferrer h, Abrahams Ocanto i, Susan M. Hiniker-i, Catharine

H. Clark ™", Mohammad Hussein, Sarah Misson-Yates >*%, Daria A. Kobyzeva®, Anna

A. Loginova’, Bianca A.W. Hoeben "

Multicentric approach

It’s not a pioneering approach, but volumetric
whole-body irradiation became appealing
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2023 67% 3 yy RFS

T™LI d /’
200 cGy Transplantation an
BID x 4-5 days Cellular Therapy A S T C T
Fludarabine : Tnnsplannnon 'md Cellular Therapy
25 mg/m2/day Tacrolimus/MMF journal homepage: www.astctjournal.org
x 5 days —_—
{s) | 10 -9 -4 -3 -1 0 +1 42 43 +4 45 46 +7 | Full Length Article
Allogeneic — Adult
T T T T T T T Total Marrow Irradiation for Second Allogeneic Hematopoietic Stem )
Palifermin oY Cell Transplantation in Patients with Advanced Acute Leukemia e
60 pg/kg/day 14.5 mg/kg/day 50 mg/kg/day
x 3 days x 2 days x 2 days Alida Dominietto'*, Stefano Vagge?, Carmen di Grazia', Stefania Bregante', Anna Maria Raiola’,
Riccardo Varaldo', Francesca Gualandi', Marco Gusinu?, Salvina Barra®, Stefano Agostinelli®,
Emanuele Angelucci', Susanta Hui®

Total marrow and lymphoid irradiation as conditioning in
haploidentical transplant with posttransplant cyclophosphamide

BM/
Al Malki Blood advances 2022 i
1 year RR 17°/° -9-8-7 -5 -4 -3 -2 0

Days before transplant
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