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d CMT has been the standard (with CHOP)

J New era:
* Rituximab improved PFS & OS
* PET response assessment
 Omitting RT in HL (late toxicity)

] Need to re-evaluate role of RT in DLBCL



DLBCL is different from HL

* Prognosis:

HL is highly curable
DLBCL is curable in 60-65% in population-based studies
Salvage is more successful in HL > DLBCL (especially >RCHOP)

e Age: older age group, with median age 60-65

Malignant Lymphomas  Research Paper

e Late effects: *% Risk of second cancer after treatment of aggressive
non-Hodgkin’s lymphoma; an EORTC cohort study
No evidence of increased risk of 2nd malignancy in NHL
Ex P I anation: % Original Article
) ) ) Second malignancies after treatment of diffuse large
2nd mal ignancy risk is small @ age > 45 B-cell non-Hodgkin's lymphoma: a GISL cohort study
Paolo . Gabbi’ Franceseo Angrll* Maurs Brugiatel, Pllogrino Musto, and Massimo.
Competing causes of death: disease-related, co-morbidities Fodarics e M Breaetelpelloging fstorenet

The main concern in DLBCL is still curing the disease



Table 2. International prognostic index (IPI)

International prognostic index (IPI) Estimated 3-year
overall survival o . . .
e oswen | clinical practice guidelines e
Risk factors Age >60 years
Serum LDH > normal Diffuse large B-cell lymphoma (DLBCL): ESMO Clinical
Stage III-IV Practice Guidelines for diagnosis, treatment and
Performance status 2-4 follow-u p*

Extranodal sites >1 H. Tilly!, M. Gomes da Silva?, U. Vitolo3, A. Jack?*, M. Meignan®, A. Lopez-Guillerma®, J. Walewski’,

M. André8, P. W. Johnson?, M. Pfreundschuh'? & M. Ladetto!", on behalf of the ESMO

Risk categories Low 0-1 91 (89-94) Guidslines Committee”
Low intermediate 2 81(73-86)
High intermediate 3 65 (58-73)
High 4-5 59 (49-69)
Age-adjusted international prognostic index
(aalPI) in patients <60 years
Risk factors Serum LDH > normal

Stage II-IV
Performance status 2—4

=

Risk categories Low
Low intermediate

98 (96-100)
92 (87-95)

-

High intermediate 2
3

High }?5 (66-82)




Need:
Is systemic treatment enough?

Room for
Improvement?

RT Benefit? RT Cost?
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The gold standard is R-CHOP 20 -
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B0 -
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Significant improvement over CHOP 40
30 -

204 P00
* Long-term remission 60-70% (lower in population studies than 10

RCTs)

0S (%)
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Time (months)
* 30-40% of patients are not cured with R-CHOP

* Salvage after R is less effective

(Relapse >R-CHOP defines a worse prognostic group)

Event-free survival (%)
U
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* No significant improvement since R-CHOP

204 —— R-CHEMO, IPI-0, no bulk
10 — R-CHEMO, IPi-1 and/or bulk
Log-rank p-0-005
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RT Benefit?

Which cases benefit?

RT in DLBCL.: selection of patients who may benefit from its addition



Which cases might benefit from RT?

Is more of one modality better (and safer) than less of

COUNTERTHINK

71 WHOM! EPSE LP ON THE CHEND,
=7~ | NURSE. THKTS HOW MUCH
_wE LSE TO ELUTHANZE HOR

Reduce toxicity:

early stage disease (CMT with less chemo)

Improve outcome:
Bulk

U 6 ; i7
=| © 2008 by Truth Publishing Int




Early stage DLBCL (stage I-ll, IPl1 0-2: low, low-intermediate risk)

2 options:
 R-CHOP only (6 cycles)
e Short course R-CHOP (3-4 cycles) + ISRT 30 Gy

Equivalent oncological outcome — different toxicity
Choice of treatment should be based on expected toxicity

Advantage of CMT: less cardiac and/or haematological toxicity



Toxicity profile

ESEORTC

Estimated HR for cardiovascular events according to
mean heart RT dose and cumulative dose of anthracyclines

A B
30 - 3-5
30
2.5 ..
g RT dose Doxorubicin dose
e 2.5
_.% 2.0+ _%
N [ 4
1.5 // /
104 1 T T T | T | T . ,
0 w 10 15 20 25 30 35 40 400 500
Increase in cumulative dose of anthracyclines (mg/m?)

Increase in mean heart radiation dose (Gy)

An increase in mean heart dose of 5 Gy yields the same excess risk of cardiac events as an increase in cumulative anthracycline dose of 50 mg/m2 ( = 1 cycle)

Maraldo et al., Lancet Haematol 2015



CLINICAL INVESTIGATION Lymphoma

CARDIAC MORTALITY IN PATIENTS WITH STAGE I AND II DIFFUSE LARGE B-CELL
LYMPHOMA TREATED WITH AND WITHOUT RADIATION: A SURVEILLANCE,
EPIDEMIOLOGY, AND END-RESULTS ANALYSIS

Cardiac Specific Mortality

20 -
— NoRT

-
14}
L

- p <0.0001
RR 0.74 95%CI

Cardiac Death (%)
o =

0 | | | | | ) | |
0 30 60 90 120 150 180
Months
No RT 9433 5129 2776 1697 1043 506 193

RT 6021 3928 2134 1189 632 321 123

Increased Cardiac Death in
Patients Treated without RT




SEER study: >65 — ES-DLBCL

Patients:

SEER database, 1541 pts (10 ys)

Stage 1-2, at least 2 cycles chemo,
Treatment:

78% RCHOP 30% RT
Pts who had RT:
stage 1

‘ fewer cycles of chemo (3 vs 6)

Outcome: pts who had RT:
Less febrile neutropenia
Less hospitalisation
Less thrombocytopenia + neutropenia
Equivalent survival

more likely to have

median age 75

Elderly pts do better with

less chemo and RT

Madden IJROBP 2018



Combined modality OR chemotherapy alone
in early stage DLBCL in PET era

Is there (still) arole for RT in early stage DLBCL ?



>

Survival probability (%)

R-CHOP 14 with or without radiotherapy in nonbulky @ blood
limited-stage diffuse large B-cell lymphomal

| R-CHOP alone (159 pts) vs. R-CHOP + 40 Gy IFRT (160 pts) |

334 pafientz randomized

EFS v )
100 65 assigned to R-CHOP 68 assignad to R-CHOP + RT
l I e S
_h—‘_l: 5 moccitidend | _gmnnaaa n=2
807 R o
- =3 - Lot of fallow-up n=5
60
4 R-CHOP cycles completed R-CHOP cycles completed
MN=158 H=160
40 - | |
v v v v
20 ‘artial responders CH reached R reached Partial responders
=22 N=137 =144 N=16
0 4 L Total CR reached
T T T T T T T T T T @4 cycles of R-CHOP
0 20 40 60 80 100 e
Time in months l_ R, _l

MN=137

89% in R-CHOP arm vs.
92% in R-CHOP + RT arm

miPl 0 N=T& miP1 0 N=B2
Assigned to AT

mIPI 21 N=61 miPl 21 N=62
additional R-CHOF 2 additional R-CHOP + RT
(p 0.18) v v
Toxic death n= Relapses n=10
Relapses n= Mon toxic deaths n=8
Non toxic deaths n=

R-CHOP alone is not inferior to R-CHOP followed by
RT in patients with nonbulky limited-stage DLBCL

(Lamy et al., Blood, Aug 2018)
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Median time to relapse was 21
months, with no difference
betweenthe 2 arms




early stage DLBCL with
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Chemotherapy can be safely de-escalated to

(Lamy et al., Blood 2018)
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(Poeschel et al., Lancet 2019) 6 R-CHOP-21 x 4
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3-years progression-free survival difference: 3%
Lower limit of 95% Cl: 0%>-5-5% — non-inferiority

— Six cycles of R-CHOP (n=295)
— Four cycles of R-CHOP plus two cycles of rituximab (n=293)
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ADDITIONAL BENEFIT FROM RT SEEMS UNLIKELY



Positron Emission Tomography-Directed Therapy
for Patients With Limited-Stage Diffuse Large
B-Cell Lymphoma: Results of Intergroup National
Clinical Trials Network Study S1001

O 158 Stage I-Il DLBCL
O Non-bulky disease (<10 cm)
O IPET after 3 cycles:
O PET - patients - 1 more R-CHOP
O PET + patients - IFRT + ibritumomab
O Primary endpoint: 5-year PFS

0 Secondary endpoint: 5-year OS

Persky DO et al., JCO 2020

CONSORT diagram

Initial registration
(N = 158)

Not eligible (n = 26)

v

c Incorrect histology (n=21)
No specimen submitted (n = 3)
Bulky bone disease (n=2)
Y
R-CHOP x 3
(n=132)

iPET (central review) . .
Off trial before iPET (n=4)
¢ Removed after 1 cycle (n=2)
Died as a result of sepsis (n = 1)
Moved (n=1)

iPET positive

(n=18)

iPET negative
(n=110)

Off before R-CHOP x1 (n=3)
Died after iPET (n=1)
Stroke (n=1)
Patient refusal (n=1)

—>

R-CHOP x 1
(n=111)

€— Patient refusal (n = 2)

\4

IFRT + ibritumomab
tiuxetan
(n=12)




Positron Emission Tomography-Directed Therapy
for Patients With Limited-Stage Diffuse Large
B-Cell Lymphoma: Results of Intergroup National

Clinical Trials Network Study S1001

CONCLUSION

To our knowledge, S1001 is the largest prospective study in the United States of
limited-stage DLBCL in the rituximab era, with the best NCTN results in this
disease subset. With PET-directed therapy, 89% of the patients with a negative
iPET received R-CHOP x 4, and only 11% had a positive iPET and required
radiation, with both groups having excellent outcomes. The trial establishes R-
CHOP x 4 alone as the new standard approach to limited-stage disease for the
absolute majority of patients.

100 100 A
] | | ]
80 80
60 60 -
= =
40 - 5-Year 40 - 5-Year
N Events estimate (%) 95% Cl N Events estimate (%) 95% ClI
iPET negative 114 13 89 (80% to 94%) ] iPET negative 114 10 91 (84% to 95%)
20 - iPET positive 14 2 86 (54% to 96%) 20 - iPET positive 14 2 85 (52% to 96%)
0 ! | | ! | ! | 0 ! | ! | ! | ! |
0 2 4 6 8 0 2 4 6 8
Time Since Interim PET Scan (years) Time Since Interim PET Scan (years)
No. at risk: No. at risk:
iPET negative 113 109 104 100 70 46 25 3 0 iPET negative 113 111 106 101 71 47 25
iPET positive 13 12 12 11 11 10 1 0 0 iPET positive 14 13 13 12 12 10 1 0

FIG 3. Landmark analysis at interim positron emission tomography (iPET)/computed tomography scan. (A) Progression-free survival. (B) Overall survival.

Persky DO et al. JCO 2020

Conclusion: 4 R-CHOP alone is the new standard approach to
limited stage DLBCL achieving complete metabolic response



Continued Risk of Relapse Independent of Treatment
Modality in Limited-Stage Diffuse Large B-Cell Lymphoma:
Final and Long-Term Analysis of Southwest Oncology Group

Study S8736

Deborah M. Stephens,

5-year PFS 10-year PFS 15-year PFS
100 -} (%; 95% Cl) (%; 95% CI) (%; 95% CI)
CHOP8 69 (60.6to 756.4) 55(46.9t0 62.8) 40(32.3 10 48.1)
CHOP3RT 76(68.61t0 82.1) 55(46.5t062.3) 41(33.2t049.1)
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Ly
No. of
20 No. at risk treatment 5-year estimate (%)
failures
1 CHOP8 150 96 69
0 T T T T T
0 5 10 15 20 25
Time Since Registration (years)
No. of patients
at risk
CHOP8 150 103 81 53 16

80 4

0S (%)

20

No. of patients
at risk

CHOP8

1 CHOP8

CHOP8

5-year OS
(%; 95% CI)

76 (68.3to0 82.1)

10-year OS
(%; 95% CI)

VOLUME 34 -

NUMBER 25 - SEPTEMBER 1, 2016

JOURNAL OF CLINICAL ONCOLOGY

15-year OS
(%; 95% CI)

61(53.0t0 68.5) 43(35.21051.3)

CHOP3RT 84(77.0t0 88.8) 63(55.01t070.3) 47 (38.81054.8)

P=.38%

No. at risk No. of deaths 5-year estimate (%}
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Time Since Registration (years)

89

57

100 5-year PFS 10-year PFS
(%; 95% Cl) (%; 95% Cl)
R-CHOP3RT 77(63.1t085.7) 58(43.8t069.7)
80+
— 60
=
w
[
o-
40
20 No. of
No. at risk treatment 5-year estimate (%)
failures
0 T T T
0 5 10 15

Time Since Registration (years)

No. of patients
at risk

R-CHOP3RT 56 42 29

Mean follow up:

Although 5-year PFS and OS were improved after early analysis in patients with limited-stage DLBCL
receiving CHOP3RT versus CHOPS8, extended survival data showed similar PFS and OS, with

continuous treatment failure. The addition of rituximab (S0014) to combined-modality therapy did
not mitigate the continued relapse risk, underscoring the value of prolonged clinical trial patient

» FLYER: 66 months
» S1011: 58 months

observation and possible unique biology of limited-stage DLBCL.




Which cases might benefit from RT?

Improve outcome:
Bulky disease



Is Bulk still important in Rituximab era?

A Chemotherapy B Chemotherapy plus rituximab
100 — - )
2 0l e —
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= 0 1
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Figure 3: Overall survival of patients without bulky disease according to different cut-off points
The differences in overall survival between the bulky and non-bulky population after chemotherapy only (A, CE, G, | K) and after chemotherapy plus rituximab (B, D, F, H, | L) are shawn for cut-off
pointsatSem (A, B), 6 cm (C D), 7em (EF), 8 cm (G, H), 9em(l,)), and 10 am (K, L).




Radiotherapy (RT) to bulky (B) and extralymphatic (E)
disease in combination with 6xR-CHOP-14 or R-CHOP-
21 in young good-prognosis DLBCL patients: Results of
the 2x2 randomized UNFOLDER trial of the

DSHNHL/GLA.

IP1 = 0 with Bulk
IP1=1 {all)

> 60 years

Less Favorable
(IPI=1 and/or bulk)

@ DSHNHL 2004-2

6 R-CHOP 21 x 6

VS
6 R-CHOP 14 x 6

2nd Random

v\

BA"S @ GERMAN HIGH-GRADE NON-HODGKIN'S LYMPHOMA STUDY IFRT 30GY NO IFRT
e

GROUP*

* {supgonted by Deutsche Krebshifz)



UNFOLDER — Trial initial results- RT v no RT

(n=443)

EFS — Patients randomised to 4 arms with RX, according to RX (n=285)

-1_
0.9-
0.8 -
0.7 -
EFS )
6064
=
S 0.5-
o
a 0.4-
0.3-

20% difference @ 2ys
16% difference @ 3ys

0.2 1
0.1 4

0

86%

66%

81%

65%

p=0.004

RT

No RT

DSHNHL 01.07.12

T
0 5 1

T

Termination!!!

0 15 20 25 30 35 40 45 50 55 60 65 70 75 80

Pfreundschuh, ASCO 2018
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Role of Radiotherapy to Bulky Disease in Elderly Patients
With Aggressive B-Cell Lymphoma

Gerhard Held, Niels Murawski, Marita Ziepert, Jochen Fleckenstein, Viola Péschel, Carsten Zwick,
Jorg Bittenbring, Mathias Hinel, Sibylla Wilhelm, Jorg Schubert, Norbert Schmitz, Markus Liffler,

Christian Riibe, and Michael Pfreundschuh

COMPARISON between

no PET

RICOVER-60 -> RCHOP-14 x 6 + 2R + RT on bulky > 7.5 cm

Vs
RICOVER-noRTh—> RCHOP14 x 6 + 2R — no RT

Table 3. Multrvariable Pes-Protocal Anahesis of Patiens With Bulky Disesss
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ECOGPS =1 14 NAtadd A5 18 TR A1 11 0313k B9
Exfralyrphatic invobarment = ang 13 NEtadd B8 11} 0dmad A4 a4 03ndk B
Stage 1l 1o [V desase i Ddta2i [t 12 0htad faz 13 071066 20
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Abbeviations: ECOG PS, Eastern Coaparative Oncoloay Group performmance status; EFS, aventdree survival HR, hazad iato; LDH, lctate dehydropenase; naRTh
fi atdathatapy; O3, overal survival; PR, progressinn-res sunvwal, RICOVER-ED, s v sght cycless of bweskly CHOP-14 with or without rituximad in eldarly patents
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Overall Survival (%)

= RICOVER-80 (n = 117)
RICOWVER-noATH |n = 47)

Logr-rank P= 001
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RICOWVER-noATH |n = 47)

Log-rank P= 0ED
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= RICOWVER-80 (n = 117)
RICOVER-noRTH |n = 47)

Log-rank F= 08D

5 10 15 20 25 30 35 40 45 50 55 60 65 7O

Time (months)
Held,JCO.2014




Some reasons for we should always consider consolidation ISRT to bulky sites

. Increases clinical outcomes according to the available
retrospective literature data (LC, PFS and probably also OS)

% Local Control PFS / EFS n
No of

Study receiving
patients
RT

Emory Univ.

(Shi 2013)
Duke Univ.

(Dorth 2012)
MDACC

(Phan 2010)

. Toxicity is modest for the following reasons: \ Q:f
= Modern RT (ISRT concept, lower doses, modern
techniques) '

= Anatomical sites of bulky disease in DLBCL



Which cases might benefit from RT?

Improve outcome:
Bulk

Incomplete response (PET) to chemo
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PET-driven radlotherapy (RT) in patients with low risk diffuse
large B cell lymphoma (DLBCL): the DLCL10 multicenter phase 2

trial by Fondazione Italiana Linfomi (FIL)

Monica Balzarotti, Umberto Ricardi, Michele Spina, Andrea Evangelista, Alessandra Tucci, Federica Cavallo,
Manuela Zanni, Annalisa Arcari, Vittorio Zilioli, Roberto Sartori, Francesco Merli, Francesca Re, Umberto Vitolo,
Luca Melis, Maria Assunta Deidda, Gianluca Gaidano, Daniela Dessi, Marcello Rodari, Armando Santoro,

Giovannino Ciccone, Stephane Chauvie, Maria Giuseppina Cabras



DLCL10 trial design

DLBCL aalPI10 bulky or aalPl1

Age 18-80
|

PET Baseline * RCHOP 14 or RCHOP-21
|

R-CHOP *x 4
| Interim CT scan

_ R-CHOP x 2
PET Central Review

| PR< 50%,SD.NR

| PET Final

T~ Off-study
POS (DS 3,4,5) NEG (DS 1,2)
/ ™~
Single RUA Multiple RUA’
| | Follow-up
IFRT 36 Gy ond line

° RUA = residual uptake area



Patient characteristics

Enrolled 115, evaluable 110 not eligible 5

(1 consent withdrawal, 1 HBV+, 1 unsuitable IPI, 2 missing)

IP1 0 bulky IPl 1 (+/- bulky) Total
(N =16) (N 94) (N=110)

Median age 57.5 58 (22-78)
Age >=60 8 41 48
Age >=70 1 12 13
Gender M/F 10/6 51/43 61/49
AA stage I/ I/ TI-IV 5/11/0 15/23/56 20/34/56
(%) (31/69/0) (16/25/59) (18/31/51)
Bulky no/yes 0/16 75/19 75/ 35 Bulky 32%
LDHr <1/>1 15/1 79/24 84/25 1 missing
R-CHOP14/R-CHOP21 13/3 60/34 73/37
Extranodal involvement 6 42 48

Accrual period January 2012 — December 2017



in 17 pts with single residual uptake site

POST-RT RESPONSE
(N= 17, Bulky 13)

RADIOTHERAPY ﬂ

PET post RT IP1 O bulky Pl 1 Total
(N=8) (N=9) (N=17)
Negative 6 (71) 9 (100) 15 (88)
Positive 1(14) 0 1 (6)
Not done 1 (14) 0 1(6)

Radiotherapy was spared in approximately 50% of patients with
bulky disease, on the basis of negative post-induction PET

Consolidation RT in patients with focal residual PET positivity
allows an excellent prognosis

No relapse occurred in patients irradiated on single residual
uptake area



Balancing the Therapeutic Ratio in DLBCL
Requires Appropriate, Individualized
Patient Selection Rather Than Broad
Elimination of Radiation Therapy

Campbell, [JIROBP 2022

Study Eligibility Study design Treatment groups Primary endpoint Qther notable findings
LYSA/GOELAMS PET-staged stagel Prospective, Phase All patients received 4 5-year EFS: 5-year OS:
trial 02-03(1) or limited Stage 3, randomized, cycles of R-CHOP-14 R-CHOP alone not statistically different
I, and non-bulky  non-inferiority followed by a PET scan.  was not inferior for R-CHOP alone vs
(<7cm) DLBCL, study (upper limit Randomized to: toR-CHOP +RT R-CHOP +RT (92% vs
age 18-75 years of 8%) (a) RT: 40Gy/20# (89% vs 92%, HR  96%, HR 0.62; 95%
consolidation IFRT, 0.61 CI, 0.3- CI, 0.3-1.5; P=0.28).
(b) No RT. 1.2; P =0.18). No local failures
For patients who did not after RT.
achieve CMR after cycle Severe acute toxicities
4: 2 additional cycles of were less common from
R-CHOP+RT were RT than R-CHOP.
delivered (both study
arms).
National Clinical PET-staged stagel Prospective, All patients received 3 5-year PFS: 5-year OS:
Trials or Il non-bulky Phase 2, non- cycles of R-CHOP similar for iPET-  similar outcomes for
Network study  (<10cm) high randomized study followed by iPET: negative and iPET-negative and
S$1001(13) grade B-cell (a) iPET-negative: 1 iPET-positive iPET positive (91%
lymphoma. additional cycle of (89% vs 86%). vs 85%).
R-CHOP, No local failures after
(b) iPET-positive: IFRT RT.
plus ibritumomab No severe RT toxicities
tiuxetan and reported.
rituximab.
BC Cancer Non-PET staged,  Retrospective All patients received >6  3-year TTP: 3-year OS:
retrospective advanced DLBCL: analysis ofa cycles of R-CHOP, and favored the PET- favored the PET-
study(16) stage III/IV or protocol-driven, EQT PET: negative group, negative group, 87% vs
stages /Il with B population-based  (a) PET-negative: no 83% vs 56% for 64% for PET-positive
symptoms and/or  treatment further treatment, PET-positive (p<0.001).
bulky disease strategy. (b) PET-positive: (p<0.001). PET-positive patients
(=10cm). considered. for who received RT had
consolidation ISRT similar outcomes to
(received by 53%) PET-negative patients,
but poorer outcomes
were observed for
PET-positive patients
who did not receive RT

(3-year OS, 80% vs 87%
vs 44%, respectively).
No toxicity data
reported.




Which cases might benefit from RT?

Improve outcome:

Salvage



John Plastaras

|
|
J

ILROG Multicenter Retrospective Review of
CAR T Therapy and Radiotherapy for r/r BCL

Eligibility: Patients with r/r aggressive B-cell lymphoma undergoing leukapheresis for commercial CAR T therapy
at any of the participating institutions between 01/2018 and 12/2020, either treated with or without bridging
radiotherapy (RT)

» Penn, Moffitt, UCSF, UW, City of Hope, Minnesota, MSK, MDACC, Wash U, URMC, Ohio State
(DUA pending)

Main Cohorts:
1. Patients who received CART with bridging RT (within 30d of leukapheresis)
2. Patients who received CART with or without bridging RT — more challenging to collect non-RT pts

Presentations:
» ASH 2022 abstract, Cohort 1 - 77 pts from 4 institutions (Penn, Moffitt, UCSF, UW)

= ASTRO 2023 abstract (submitted), Cohort 1 - 115 pts from 6 institutions (the above + City of
Hope, Minnesota)

Timeline:

» Hope to pool data from remaining centers by 06/2023, prior to publication



Morbidity
of modern RT?



Modern RT

Smaller volumes: ISRT (as defined by ILROG guidelines)

Lower doses: 30 Gy (compared to old doses of 40-45 Gy)

More targeted: IMRT and IGRT
less doses to organs-at-risk

More accurate & safer



...further reduction of consolidation RT dose (20 Gy)

Phase 2 Study of Dose-Reduced Consolidation
Radiation Therapy in Diffuse Large B-Cell

Lymphoma
0 62 DLBCL/PMBCL patients (stage I-1V) o o , o
O 50 (81%) B %
0 1209% Py, T
0.8 0.8 - o
0 >3 cycles of R-CHOP (median: 6) 0.7 4 0.7 _
O Median tumor size: 5.7 cm go ° fg‘o " ol Surmiint
a BUIky >7.5cm:n=23 (40%) EO > §_O 1 Progression-Free Survival
0 Bulky >10 cm: n = 16 (28%) 5 0.4+ = 0.4+
So3- LC 98%@ 5 years 0.3+ PFS @ 5 years: 83%
O RTdose: 20 Gy OS @5 years: 90%
- * 0.2 02 ggmber at Risk égverall Survival) i i
| Primary endpo|nt: LC 0.1 Number at Risk 0.1 ggmber at Risk él;rogression-Free S3l;rv1'val) .
62 57 34 13
. Ot——r——71— 77— [ 7T R S T S
O Secondary endpoints: PFS, OS Years Years

Kelsey et al. JROBP 2019



Phase Il study of Dose-Reduced Consolidation Radiation Therapy in Patients with
Diffuse Large B-cell Lymphoma

@
QSingle arm study “ 9

INTERNATIONAL LYMPHOMA
RADIATION ONCOLOGY GROUP

QPopulation: DLBCL (not PMBCL)

QOAccrual goal: 240 patients
* Duke University

WComplete metabolic response after R-CHOP (DS 1-3) « SingHealth
« Dana Farber/BWH
HDose of ISRT: 20 Gy « Mayo Clinics

« MD Anderson Cancer Center
* Yonsei University (Korea)
« Juntendo University (Japan)

QSecondary endpoints: PFS, OS * Wilmot Cancer Center
* Turin University

QPrimary endpoint: LC



Which is the current Treatment Strategy?

National . . " _—
Comprehensive NCCN GUIdellneS VeI'SIOI'I 3.2021 NCCN delines Index
NCCN Cancper " Table of Contents
Diffuse Large B-Cell Lymphoma Discussion
Network
o
SIAGE IR TALINE THERARY Consider prophylaxis for tumor
lysis syndrome (See NHODG-B)
RCHOP x 3 cycles followed by ISRTP 8 T g
category 1 ee monoclonal antibody an
S,,- gory 1) viral reactivation (NHODG-B)
RCHOP x 6 cycles * ISRTP
Nonbulky > |or ISRT See Pre RT Evaluation
(<7.5cm) RCHOP x 4 cycles planned (BCEL-4)
or i
RCHOP x 4 cycles followed by 'r:;et‘:gi‘ng with
rituximab x 2 cycles (If IPl = 0) ISRT not
iJ.k,l 3
Stage |, Il el giré% ea;tz; — See BCEL-5
RCHOPS
Bulky P
(27.5 cm) > RCHOP x 6 cycles £ ISRTP ——»




Editorials

Radiation Therapy After R-CHOP for Diffuse Large
B-Cell Lymphoma: The Gain Remains

Joachim Yahalom, Memorial Sloan-Kettering Cancer Center, New York, NY
JOURMNAL OF CLIMNICAL ONCOLOGY

« This variety of options in the NCCN guidelines may make everybody
happy, but it could be confusing to the nonexpert

In reality, many hematologists/oncologists simply extend the
chemotherapy course and omit radiotherapy (RT)



Treatment of patients with DLBCL requires
multidisciplinary collaboration
to ensure optimal outcome
(with patient selection and treatment

personalization being the key)



Primary indications for RT In first-line management of DLBCL

Consolidation RT as a chemotherapy minimization strategy

Consolidation RT to sites at higher risk of local recurrence (bulky, EN
disease)

Consolidation RT to convert incomplete metabolic responses to
complete responses



