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SWOG8736

NARHE : 1. TE(RTHER KR

)
I, NECGKMER)
RANDOMIZE

401
200 ‘ 201
R ¢

3xCHOP+RT §xCHOP

im|
L

VFETTRTIE]: 4.45

93

IDLBCL %%

1

TaBLE 1. CLINICAL CHARACTERISTICS OF 401 PATIENTS TREATED
wITH EIGHT CycLES OF CHOP or THREE CycLES o CHOP
PLUS RADIOTHERATY.

3 CvcLes oF CHOP
8 CycLes oFf CHOP PLUS RADIOTHERAPY
CLInICAL VARIABLE (N=201) {(N=200})

number (percent)

Age
=60 yr 103 (51) 101 (50)
>60 yr 98 (49) 99 (50)
Stage
I 135 {67) 136 (68)
I1 66 (33) 64 (32)
Serum lactate dehydrogenase
Normal 159 (79) 159 (80)
Increased 42 (21) 41 (20)
Performance status
Oorl 193 (96) 194 (97)
2 8 (4} 6 (3)
No. of risk factors*
Oorl 142 (71) 147 (74)
2 44 (22) 38 (19)
3 14 (7} 14 (7)
4 1 (<1) 1 (<1)

*Adverse risk factors were defined as an age =60 years, stage II discase,
increased serum lactate dehydrogenase, and a performance status of 2.

Miller TP, et al. NEJM, 339:21, 1998
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— 1007+, 100 =
g L‘\\_ % i i __CHOP plus radiotherapy
=& g h“-\\‘ CHOP plus radiotherapy ;E, =1 . T o .
=3 — s |
g Doy, s e ] CHOP alone “
0 60 Mo o 601
e Sy PF'S cropaione o Sy OS
ct :| i
ga 0 77% VS 64% : = 82% VS 72%
~n - o -
209 = Q =
E8 2] sy P=0.03 S 2] pogy P=0.02
E g o 4
= 0 T T T T T T T 1 0 T T T T T I T 1
0 2 4 6 8 0 2 4 6 8
Years after Randomization Years after Randomization
CHOP plus 200 178 119 70 17 CHOP plus 200 185 128 75 17
radiotherapy radiotherapy

BB HEM: 3xCHOP+RT £ F 8xCHOP
BHh E B RRBENHLIFHEIRIT TR

Miller TP, et al. NEJM, 339:21, 1998
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5-year PFS 10-year PFS 15-year PFS 5-year 0OS 10-year 0OS 15-year OS
100 - (%; 95% CI) (%; 95% CI) (%; 95% Cl) (%; 95% CI) (%; 95% CI) (%; 95% CI)
CHOP8 69 (60.6 to 75.4) 55 (46.9 to 62.8) 40 (32.3t0 48.1) 100 CHOP8 76 (68.3to 82.1) 61(53.0t0 68.5) 43(36.2t051.3)
CHOPSRT  76(68.61082.1) 55 (46.510623) 41(33.21049.1) CHOP3RT  84(77.010 88.8) 63 (55010 70.3) 47 (38.8 to 54.8)
80
P= 38%
P= 73" 80 -
— 60 =T

= "W, — 60
» T, =
Y S =
) ™ 3

n =
J 40 -
Ly
No. of
20 No. atrisk treatment 5-year estimate (%) 20 -
failures No. at risk No. of deaths 5-year estimate (%)
1 CHOP8 150 96 69 CHOPS 150 92 78
0 T T T T T 0 - . T - ;
0 L] 10 15 20 25 0 5 10 15 20 25
Time Since Registration (years) Time Since Registration (years)
No. of patients No. of patients
at risk at risk
CHOP8 150 103 81 53 16 CHOP8 150 114 89 57 17

HARETIYE] . 17.76F
3x CHOP+RT58x CHOPJT 2 #H1LL

Stephens DM. JCO, 34:2997, 2016
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Stephens DM, et al. JCO, 2016;34:2997
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ECOG 1484

N FRHE:
I3 (EFEYIR/BEELNZER
BohER) . IE. II. IIE

[ RANDOMIZE |

Arm 1

CHOP x 8

CR, PR

Arm 1
CR

|

Observation

352

Arm 2
CHOP x 8

|

CR, PR

RESTAGE AND REGISTER

%
All PR

Radiotherapy 40 Gy

Arm 2
CR

!

Radiotherapy 30 Gy

yh

Table 1. Patient Characteristics
Characteristic No. of Patients %

Age, years

Median 59

Range 19-84
Performance status

0-1 325 92

2-3 27 8
Stage

| 49 14

IE 62 18

[l 137 39

IIE 104 29
Extranodal disease 166 47
Systemic symptoms

No 267 76

Yes 85 24
No. of sites

<3 286 81

=3 66 19
Largest tumor size, cm

<R 244 69

=10 108 31
Mediastinal lymph nodes 68 19
Histologic subtype

Large cell 287 82

Mixed 39 11

Small cleaved 26 7

Horning SJ.

JCO, 22:3032, 2004
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ECOG 1484 - 8xCHOPJ5CR

yih

A 1075, 6y-DFS 10— 6y-FFS
e 0
084 ™ . 73%, vs B s ~ 75% vs
- s i - I, s "
2 \ £ - ey °
4 B o B
&} 9 i |, S
& 04- T & 04+ [
0.2 Log-rank two-sided P=.05 02 Log-rank two-sided P=.06
|
T T T - T i 1 T 1 L 1 1 I
0 2 4 6 8 10 12 14 16 0 2 4 ] g8 10 12 14 16
Years Years
Time Interval Time Interval
Group 02 24 48 BB B0 10412 1214 14416 Group 02 24 46 68 B0 1042 1244 14416
——— Obs 2493 1189 G5 20 245 436 222 0@ — Obs 2183 1172 B 150 2MB 338 47 0B
———— LOXYRT 1079 660 582 557 349 I/ 493 0A0 ——=— LOXRT 1079 GBS 483 658 IS0 340 2 0MO
(# avents/H al risk) (¥ avants/# at risk)
1.0 T,\_I_ 6y-TTP T 6y-OS
Coosi " 80% vs - D os S 82% vs
2 =  emor 2 -
= 05 67% z 06 %
%44 £ 04- '
i c
02 l| Log-rank two-sided P=.06 02 Log-rank two-sided P=.24
— : | e 1 PR T T T T 1
0 2 4 6 8 10 12 14 16 0 2 4 6 B8 10 12 14 16
Years Years
Tima Intarval
Time Interval
Group 02 24 46 BB B0 1042 1244 1446 Group 02 24 465 B8 B0 1012 1214 1416
— Obs 2093 672 461 060 046 0B8 127 08 Obs 893 1185 &73 383 2568 BM6 327 09
———— LD XRT 1079 3/689 3/63 (/58 Hﬁﬂl 038 024 010 ———— LDXRT 475 575 BMAR T3 a5B3 A9 124 oMo
[# events/# at rick) (# eventsi# at risk)
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NHBRHE:
60-80%,

Overall Probability of Survival

‘\ N 0.4
5[i /ﬁ 7'_-?DLBCL ’ _ 0007 2-y OS
021 70% vs 57%
II, III, IV !
0.0 T T T T 1 |
0 0.5 1.0 1.5 2.0 2.5 3.0
Ea 9 Years after Randomization
No. AT Risk
ECOGO_Zﬁ . C*:ict):x?ri:]:b 202 187 167 118 64 21
CHOP 197 171 136 96 58 16

Coiffier B, et al. N Engl J Med. 2002 Jan 24;346(4):235-42.
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MInt}iﬁE’vﬁ —

20+

DLBCL CD2 O (+) 13 7| Log-rank p<0-0001 12 7 Log-rank p<0-0001

I 1 I I 1 1 1 1 1 1

B
100 — —— R-CHEMO 100 —
90 - —— CHEMO 90
— . 804 £ 8o
)\éﬂ*ﬂ‘@: ;‘f’ 70 £ 70-
% 60 % 60
2 50 £ s0-
— 2 404 S 40+ V) V)
18 60; z 2 74% vs 56%
£ 304 g 304
& 20- 2
&

Number at risk

CHEMO 410 233 163 117 25 0 410 264 183 132 26 0
II —_ IV% (aa IPI R-CHEMO 413 305 214 150 30 0 413 326 227 161 30 0
C D
100 — 100 -
043) s,
g 80 _ 80
T; 704 £ 70
$ 60 T 60 o o
< 2
I B3 CORMfaR) 90% vs 80%
= 40+ = 404
a 4
g 304 g 30
ECOG 0-347 b
10 Log-rank p=0-046 107 Log-rank p=0.0004
0 T T T T 1 0 T T T T ]
0 24 48 72 96 120 0 24 48 72 96 120
Months Months
Number at risk
CHEMO 239 186 133 93 8 0 410 323 226 175 40 0
R-CHEMO 305 258 171 118 13 0 413 365 259 190 41 0

Pfreundschuh M, et al. Lancet Oncol.2011 Oct;12(11):1013-22.
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Table 1. Sixty Eligible Patients Receiving R-CHOP(3) Plus IFRT (from S0014)
Compared With 68 Eligible Patients Receiving CHOP(3) plus IFRT (from
S8736), Matched for Limited Disease, Aggressive B-Cell Histologies, and

ANApRHE: THfAEBMEARER (Fik

Presence of at Least One Stage-Modified IPI Risk Factor

S0014: R-CHOP $8736: CHOP
. . + IFRT (n = 60) + IFRT (n = 68)
>60§ ’ LDH:[:E % ’ WHO-I/SIZﬁ 226} ) N Clinical Variable No. % No. %
Age, years
j( :l:n:[;{ Median 69 66
I 1%3"5 H Range 26-85 35-85
= 60 44 13 52 76
)\zﬂllﬁg“{ﬂl: E"-:‘IS.‘@M Male sex 27 45 40 59
Bulky disease (stage I) 3 5 0 0
“B” symptoms 14 23 14 21
R_CHOP+RT (60@“ ’ SWOGOO].4) Histology
DLBCL 56 93 60 88
vs CHOP+RT (68%1, SWOG8736) e I T
,fJ-‘IS:@“ H—J“ 5 3 LDH > ULN 13 22 17 25
I:l:l ) F18]: 5. _/El-:{ Stage Il (nonbulky) 26 43 32 47
—L -gj Ij : WHO performance
status
0 42 70 L 75
1 17 28 15 22
2 1 2 2 3
Stage-modified IPI risk
1 42 70 40 59
2 12 20 21 &l
3 6 10 7 10

Persky, et al, JCO, 26:2258-2263, 2008
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Progression-Free (%)

SWOG 0014

T 7 L BIDLBCLAE H

| — 50014 | — 50014
‘IEIEJ--._,_L 58736 100 58736
Eﬂ_ —_m BD_ m

)
60 - o 604
c
2
40+ 2-Year Estimate  4-Year Estimate e 40+ 2-Year Estimate  4-Year Estimate
i e byt 3 At Risk (95% CI 195% CI)
20 SOD14 B0 93% (97%-100%) B8% (B0%-95%) 20 50014 B0 95%(89%-100%) 92% (85%-89%)

T seme B8 BES(TTN0M%)  79% (GR%-BE%) S8736 68  93%(86%-99%) B88% (81%96%)

1 1 1 1 I T T T T T I
0 1 2 3 4 5 B 0 1 2 5 6 7
Time From Registration (years) Time From Registration (years)

BEATE A B &EDLBCL, R-CHOP+RT 4f-

Persky, et al, JCO, 26:2258-2263, 2008

~ CHOP+RT
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5-year PFS

’ 10-year PFS
(%:; 95% CI)

15-year PFS

100 (%; 95% CI) (%; 95% CI)
CHOP8 69 (60.6 to 75.4) 55 (46.9t0 62.8) 40 (32.3t0 48.1)
CHOP3RT 76 (68.6t0o 82.1) 55(46.5t062.3) 41(33.2t049.1)

N 10-y PFS
— 60 =TI 0 0
= ... 35%vs55%
% S
=, 5-y PFS ™.

40 e 7 P

]
% vs69%
76%vs69%
20 4 No. atrisk treatment 5-year estimate (%)
failures
CHOP8 150 9% 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
5-year OS 10-year OS 15-year 0S
(%; 95% CI) (%; 95% CI) (%; 95% CI)

100 CHOP8 76(68.3t0 82.1) 61(53.0t068.5) 43(35.21t051.3)
CHOP3RT 84(77.0t088.8) 63 (55.0t070.3) 47 (38.8t0 54.8)
10-y OS
-
g “] 63%vs61%
=2 - OVS 0
z | 5-y OS
o
40 |
84%vsT79% ‘
20 4
No. atrisk No. of deaths 5-year estimate (%)
CHOP8 1650 92 76
0 T T T T T
0 5 10 15 20 25
. Time Since Registration (years)
pati
lI‘ISk
CHOP8 150 14 89 57 17

IDLBCL 1EHH
| Qﬂ: %—

Ve

100 4 &-year PFS 10-year FFS
1%; 95% C1) 1%; 85% CI)
R-CHOP3RT 77163.1t0 857} GBid38Bto £8.7)
a0
.| 5-yPFS
o 77%
g 10-y PFS
58%
20 4 Mo, of
MNo. atrisk trestment GE-year estimate {7
failures
0 T T T
0 5 10 15
Time Since Reqistration (years)
100 4 (% 35% O 150 05% €l
R-CHOP3IAT 82(69.11089.8) &7(523t0778)
80+
5-y OS
— 60
=" 82% 10-y OS
40
67%
204
Mo. at risk Mo, of desths  G-year estimate (%)
0 T T T T T T T T T T T T T T T
4] 5 10 15

Time Since Registration (years)

Persky, et al, JCO, 26:2258-2263, 2008.
Stephens DM. JCO, 34:2997, 2016.
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M. D. Anderson - _

> ¥:2001-1F2007-12, 46945 DLBCL
> Ann Arbor43-HH: THH944%] (20. 0%)
ITHA96451 (20. 5%)

ITT3A774 (16. 4%)

IVHH20245 (43. 1%)

> B BEHAPETRE
> 84%F) B & #2 52R-CHOP

Phan J, et al. J Clin Oncol 28:4170-4176, 2010



R-CHOP CRISDLBCLISTTRITER ]

BT kior P

I-113H 5y-0S 92% 73%  0.0007
5y-PFS 82% 68%  0.0003

1-1VEH Sy-0OS 89% 66 %  0.008
Sy-PFS 76% 55% 0.003

Phan J, et al. J Clin Oncol 28:4170-4176, 2010
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1.0 oy,

z R
B RT
S 08-
o No RT
& g5 OS
©
=
c 0.4
. |
[#2]
= — R
= Dan No RT
[k}
-
o
T T T T T
0 20.0 40.0 60.0 80.0 100.0
Interval (months)
B [ Ep——
E H‘-—l
-
= 0.8
| —
e
=
2.8 o6 PFS
e
L o
=
=
S 2 04
=
2=
nl —RT
S i No RT
| -
o.
T T T T T
0 20.0 40.0 60.0 80.0 100.0

Interval (months)

Phan J, et al. J Clin Oncol 28:4170-4176, 2010
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R1GOVER-60

RICOVER-60: 8XR-CHOP14 ¢ 3065117/

2 BT : KIPIREGGIPZIRERAL KBRiR (=7.5
ik 1w

b cm) 2087
2 3 {EIE/FZ: 6 X R-CHOP-14 16451

MY T (RICOVER-nORT)

Held, et al, JCO, 32:1112-8, 2014
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RICOVER-60 NoRT: ZABhiRi&

101y 34EEFS: 80% v 54%
B
80+

60

== RICOVER-60 (n = 78)
20 RICOVER-noRTh (n = 35)

Log-rank P=.001

0 5 10 15 20 25 30 35 40 45 50 55 60

Event-Free Survival (%)

Progression-Free Survival (%)

Time (months)
o h(fEZ
RICOVER-60: 341 H
RICOVER-noRT: 39/ H

-

(=]

o
|

[+
o
|

(=1}
o
|

F

[
o
|

RIRSERRAT 1
C o

| 0OS: 90% v 65%
B’E 80+
E
S
== RICOVER-60 (n = 78) «
RICOVER-noRTh (n = 35) = 401
o
=
o

== RICOVER-60 (n =78)

Log-rank P < .001
20 RICOVER-noRTh {n = 35)

0

5 10 15 20 25 30 35 40 45 50 55 60
Time (months) 0 5 10 15 20 25 30 35 40 45 50 55 &0

Time (months)

Held, et al, JCO, 32:1112-8, 2014
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UNFOLDER (German High-Grade Non-

Hodgkin's Lymphoma Study Group)

aged 18-60, aa-IPI=1 or IPI=0 with
bulky disease (2 7.5 cm)

6*RCHOP- 6*RCHOP- | | 6" RCHOP- || 6* RCHOP-
21 21 14 14
RT No RT RT No RT

RT 39.6Gy to bulk, E-lesions




JTT HER-CHOPE X HIMER

UNFOLDER

1) g
ZohitrT e

p=0.004

R-CHOP 21/14 - RX
(n=148)
R-CHOP 21/14 + RX
(n=139)

: 3%EEFS 81%

: 3ZEEFS 65%

Months

0 &5 10 15 20 25 3035 40 45 50 55 60 65 70 75 8(

1

Median time of
observation:
30 months

Courtesy Dr. Held
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UNFOLDER

aged 18-60, aa-IPI=1 or IPI=0

with bulky disease (2 7.5 cm)

6*RCHOP- *RCHOP 6*RCHOP- *RCHOE
21 21 14 14

RT No RT RT No RT

RT 39.6Gy to bulk, E-lesions
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Table 1. Patient Demographics and Clinical Characteristics at
Baseline (N = 59,255)
Agﬂ*,‘]“yﬁ e Characteristic No. (%)
Sex
Male 31,349 (563)
Female 27,906 (47)
I. ITHADLBCL
White 52,655 (89)
African American 3,692 (6)
Other 2,295 (4)
1998_2012 9 NCDB, Unrecorded 613 (1)
Age distribution, years
= 60 24,681 (42)
#592552 %%‘ = 60 34,574 (58)
Stage
N “Ge | 32,000 (54)
Il 27,255 (46)
VA \ T B symptoms
H K. maT B EE T
Present 7,747 (13)
Unrecorded 24,549 (41)
AN ) \} — Extranodal disease
(. 41 I}fﬁ‘[)j H’\-‘I‘ IEH . 5_/IE: Absent 34,391 (58)
Present 24,864 (42)
Distance to treatment facility, miles
= 30 47,664 (80)
> 30 10,155 (17)
Unrecorded 1,436 (2)
Year of diagnosis
1998-2002 16,869 (29)
2003-2007 19,521 (33)
2008-2012 22,865 (39)

Vargo JA. JCO, 33:3710, 2015
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A B 1.0 5
100 == Chemotherapy alone G— wwgélé T
Chemotherapy plus radiotherapy
80 4 0.8
o £
E W / = NN
g S SPTRAT
&} i
540 =
@ q
& pa
204
Chemotherapy alone
T — 0.2 == Combined modality
$ N
\‘b%%v\%&m@ q,QQ q,Q& Q&rﬁ Y r\,@ 0y mg%r@&r@ S @,{L 0 12 24 36 48 60 72 84 96 108 120
Year Time From Diagnosis (months)
T BIER SEEOS(%)  105F0S(%)
R-CHOP/CHOP+ RT 24771 82 64
R-CHOP/CHOP alone 19810 75 55

Vargo JA. JCO, 33:3710, 2015
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Proportion

Proportion

KT HERD

1.0
0.8- -‘_‘—|
0.6 '
0.4
0.2- MInT
P=.680 EFS
0 10 20 30 4 5 6 70
Time (months)
1.0
1
0.8- ‘l\-.|
h "
0.6- A .
0.4
0.2 RICOVER-60
P=.59x3 EFS | | | |
0 0 20 30 4 5 60 70
Time (months)

= E
DLBCLYT

0.8 1

Proportion

0.2 1

1.0

0.8 1

Proportion

0

0.6

0.4 1

0.6 1

0.4

ey
MInT
P= 542 os
0 20 30 4 5 6 70
Time (months)
"\
AN
Ty
RICOVER-60
P=.82'2 | IOIS | | |
0 20 30 40 5 60 70
Time (months)

Held G, et al. J Clin Oncol. 2013 Nov 10;31(32):4115-22.
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1.0

0.8

0.6 1

0.4

0.2

0

RT 3-y EFS 75% 5

.

S s

noRT 3-y EFS 36% .-

0 » 0 o 0 & 7 0

Time (months)

—

P= 542

BOTTERZEOBCLER ]

RT 3-y OS 86%

noRT 3-y OS 71%

10

20

30 40 50 60 70
Time (months)

Held G, et al. J Clin Oncol. 2013 Nov 10;31(32):4115-22.
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L-'

100 -
Table II. Comparison of clinical characteristics between patients who —_ l
received rituximab and those who did not. X 80 -
- o
Rituximab ~ Norituximab S 1 9-y OS 83.7%
Clinical (n=39) (n=40) e %07
characteristic No (%) No (%) p-Value : 40 - 5.v OS 48.4%
Female U06L5)  24(600) 0889 £ 1 «~roiopr 7Y o
Age (<35 years) 25(64.1) 30 (75.0) 0.292 3 21 . cHop
B symptoms 18(46.2) 11(27.5) 0.085 0 )
Bulky disease 26/(66.7) 28(70.0) 0.750 S m s ome g
Local invasion 28(71.7) 31(77.5) 0.560 ¢ - ‘_‘8 1 S
Elevated LDHlevels ~ 28(71.7) 29 (72.5) 0.944 R Thnis {months)
ECOG score 0.721 £ 100
0-1 16(41.0) 18 (45.0) T
>9 23(59.0) 22 (55.0) > 80
Stage 0.962 @ o
[-II 33(84.6) 34(85.0) g
[I-IV 6(15.4) 6(15.0) "'é 40
aalPl 0.428 2 ! _—rchop 5-y PFS 44.2%
0-1 17(43.6) 21(52.5) 8 2
23 22 (56.4) 19(47.5) 5 —+ CHOP
Radiotherapy 32(82.1) 28(70.0) 0.210 £ 0 , , , ,

v v Y v v T
0 24 48 72 96 120
Time (months)

Xu LM, et al. Leuk Lymphoma. 2013;54(8):1684-90.
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Table I11. Comparison of clinical characteristics between patients who
received radiotherapy and those who did not.

Radiotherapy ~ No radiotherapy
Clinical (n=60) (n=1)
characteristic No (%) No (%) p-value
Female 40 (66.7) 8(42.1) 0.056
Age (<35 years) 39(65.0) 16 (84.2) 0.113 ~
B symptoms 19(31.7) 10 (52.6) 0,098 <
Bulky disease 39(65.0) 15(78.9) 025 8
Local invasion 43(71.7) 16(84.2) 0.273 .E
Elevated LDH levels 40 (66.7) 17(89.5) 0.053 ©
ECOG score 0.133 9
0-1 23(38.3) 11(57.9) i
) 37 (61.7) 8(42.1) 4
Stage 0.022
I 54 (90.0) 13(68.4)
-V 6(10.0) 6(31.6)
aalPI 0.650
0-1 28(46.7) 10 (52.6)
2-3 32(53.3) 9(47.4)
Rituximab 32(53.3) 7(36.8) 0.210
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Xu LM, et al. Leuk Lymphoma. 2013;54(8):1684-90.
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Combined modality (n = 26)
= R-chemotherapy (n = 57)
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= \Watchful waiting (n = 35)
= Radiotherapy (n = 56)

Time (years)

Friedberg JW, et al. J Clin Oncol.2012,30:3368-75.
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10-y OS 68% vs 54%
0271
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Vargo JA, et al. Cancer. 2015 Sep 15;121(18):3325-34.
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Voss 2001 228 62 82

Wilder 2001 80 19 65 57

Neumann 2003 116 4 51 48

Petersen 2004 460 12.5 62 41

Guadagnolo 2006 79 19 74 47
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0.6 RT: 0.54 (0.47-0.63), p<0.001
CRT: 0.61 (0.50-0.73), p<0.001
0.4 Observation: Reference
0.2=
0.0=
I 1 |
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Wirth et al. 2013 102 95 96% 70% 88%
(10y) (10y)

Kim et al. 2013 64 39 100%  94%

Zullo et al.(review) 2010 112 97.3%

Gobbi et al. 2009 24 67 100%

Yamashita et al. 2008 41 40 100% 96.7% 90.6

Tsang RW et al. 2003 103 61 98% 98% T77% 98%

Park et al. 2002 6 100% 100%

Yahalom et al. 2002 51 96% 83%
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(ASTRO)

BANAREHE

1

E& Ik BITHIE CRE (%) H7FE (%) W7 H & fE
Dabaja & 104 (L)) 30-36 Gy 100 100 (10Y DSS) TFEREE: (5/26)
CRITREME) 100 (10Y 0S) BEg:  (2/39)
OFfE : (2/6) , ¥E
Miyazawa 45 (AREE) 30-36 Gy 100 100 (5Y CSS) E
F 94.5 (5Y 08) CERS. 20%
Hfth: 70%
Lee & 47 (BREEFNIES)  ®{i30.6 Gy 100 5Y PFS:82% (JJT) vs
(29617%57) Gare)  34% (AERST) ; p
=0. 003
Tatekawa 55 (AREE) fh{3r30 Gy 100 89 (5Y PFS) TFHREE: 2/55
F 100 (5Y 0S) HREE: 25/55
Harada% 86 (HREE) fh{ir30 Gy 100 (10Y DSS) HRME (BRI
93.5 (10Y 0S) FERYY:  36/65
$544:  12/39 P=0.037
Ohga% 92 (BREE) fh{3r30 Gy 100 81.5 (5Y PFS) BHAE: 35. 6%
100 (5Y 0S) FEREE: 15.1% (=24R)
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H gaNKTCLﬁJza??’ajz’dt?qﬁ-éﬁmﬁn
10N 273 B L5 R o

Before match B Before match
100 —— RTw/o CT (n=1103) 100 —— RTw/o CT(n=1103)
- —— RTalone (H:253) —— RTalone (n:253)
80+ —— CTalone (n=170) 80 —— CTalone (n=170)
4 @ J
60- 2 60-
- w .
40 LL  40-
204 20
P <0.001 1 P<0.001
0 T T T T T T T T T T v 0 T T T T T T \ T v T Y
0 24 48 72 9 120 0 24 48 72 9% 120
Time (months) Time (months)

Yong Y, et al. Blood, 2015;126:1424-32
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2174
I-T138, 455 ECRE % <

O FHE:
CHOP-like 1604] (74%)
L-asp-based 494] (23%)

¢ FLERARKA4 (1-14)

) i
(CT + RT; n=160)

RS
(CT alone; n=57)

© AR
Xz REFERBH

DT 50 Gy (16-60 Gy)
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. Before matching
80
é 60 -
‘8 40-
— CT+RT
e CT alone P =0.011
0 T T T T T T v T ' |
0 24 48 72 96 120
Nissadbiai Time (months)
CT+RT 160 122 80 56 36 19
CT alone 57 39 24 12 7 5

54 0S

a1
b JE

CT alone

58.8%
63.8%

50S

1

B i o After matching
N M
§ 60
2 ol
—— CT+RT
ca CT alone P =0.041
0 T T T T T T u T ' 1
0 24 48 72 96 120
il afisin Time (months)
CT+RT 104 83 50 35 25 12
CT alone 52 36 23 12 7 5
CT +RT P{E

79.1%
79.9%

0.011
0.041



7k BB Wt LR 5 PFS

C  wom Before matching
80
§ 60
E l
W 401
—— CT+RT
20__ CT alone P < 0.001
0 T T T Y T y T ! I
0 24 48 72 96 120
No. at risk Time (months)
CT+RT 160 111 72 49 31 17
CT alone 57 29 16 6 3 2
54 PFS CT alone
0
BE LBy 37.9%
0
L S 40.0%

1

i [ —— After matching
80
L -
2
o 40—
1= CT+RT
201 .. CTalone P < 0.001
4 |
. = 48 72 96 120
No. at risk Time (months)
CT+RT 104 76 45 32 - 4
CT alone 52 27 15 & . 5
CT +RT P{E
70.0% <0.001
69.2% <0.001
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S|P R
80
;\? 60-
8 40
—— CT+RT
o CTalone P =0.023
0 I | I I T I
0 12 24 36 48 60 72
No. at risk Time (months)
CT+RT 36 34 28 18 9 6
CT alone 13 12 10 7 5 4 2
CT alone
54 OS 58.9%
54 PFS 35.3%

L 4

SITIH (n=49)

1

B 100
e |
80- L
§ 60-
E ]
b 4
1 = CT+RT
l CTalone P =0.049
0 I ] | | | |
0 12 24 36 48 60 72
b, st Time (months)
CT+RT 36 34 26 16 8 g 3
CT alone 13 12 8 6 4 3
CT + RT PE
87.5% 0.023
76.5% 0.049
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N M
;S‘ 60
8 40
—— CT+RT
aul CTalone P =0.004
0 T T T T T T 1 I t I
0 24 48 72 96 120
Fies. kv Time (months)
CT+RT 127 98 67 47 29 15
CT alone 43 19 19 10 7 5
CT alone
54 OS 54.1%
54 PFS 40.8%
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TI.2H (n=170)

1

C 100 =
80—
S e
T
o 40
1 == CT+RT
d CT alone P <0.001
0 T T T v T ! T I
0 24 48 72 96 120
S Time (months)
CT+RT 127 87 60 40 24 13
CT alone 43 22 15 6 3 2
CT + RT PfE
79.0% 0.004
68.4% <0.001
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Systemic ( 19/57, 33.3%) Systemic ( 33/160, 20.6%)

Local Regional LN Local Regional LN
(21/57, 36.8%) (6/57, 10.5%) (22/160, 13.8%) (6/160, 3.8%)
CT alone (n = 57) CT + RT (n = 160)
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ERTHBIET-HH TE 50% 42% 38% 34%
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NEJM, 2012




1

SIS
e i
. B®RsI1S0T
e BN hErEERbTT
M4HRPICTE(L
M B EMRTT

MRIZHESL Rehprs




Mantle

IFRT

m y

\~

INRT




HDJEUST 27 48 /)N &7 2 PR |1_

2-3 ABVD 4 ABVDE, 6-8 FEHR{t T

+ 2 ABVD + 2 + R
INISRT T 30 G
20 Gy Y

7R R EIHE




NHL BT 77 2 AR )7

FEL Ly, TI1EY, RCTRFA
PR . 40-45Gy/20-23f vs 24Gy/12f
(22 MER . 40-45Gy/20-23f vs 30Gy/15f

« NHPRHE:

Indolent (n=289) Aggressive (n=476)

FL Grade 1/2 171 (59%) 11 (2%)

- 1. =18% farzaf?niludmg MALT lymphoma :éﬁ?i) 311(1(9256)
c 2 FTERERR e “

NHL 5 T B

« 3. FIERETIT oo™ 009 (%)

HyBE ORVEIE. O i i

RBNTE. &Rk,
TR

Lowry L, et al. Radiother Oncol. 2011;100(1):86-92.
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Baseline characteristics and indications for therapy.

Indolent Aggressive Total
24 Gy N=180 40-45 Gy N=181 30Gy N=319 40-45 Gy N=321

Age median (range) 62 (29-85) 64 (30-89) 65 (18-91) 65 (23-92) 64 (18-92)
Male gender N (%) 84 (47) 97 (54) 179 (56) 168 (52) 528 (53)
First-line treatment; stage N (%)

I 69 (40) 72 (41) 77 (24) 68 (21) 286 (29)

IE 38(22) 47 (27) 55(17) 56 (18) 196 (20)

1I/IIE 11(6) 13(7) 79(25) 93 (30) 216 (20)

v 6(3) 12 (7) 45 (14) 45 (14) 108 (11)
Relapsed|refractory; any stage N (%) 50 (29) 30(17) 44 (14) 41 (13) 165 (17)
Not known N 6 7 19 18 50
B symptoms N (%) 13 (8) 4(2) 43 (15) 40 (15) 100 (11)
Time from diagnosis to randomisation; median months (range) 3.1(0.2-220) 2.8 (0-179) 46(0-352") 45 (0-164) 4,1 (0-352)
Indication for RT radical 119 (66) 130 (72) 36 (12) 35(12) 320(32)
Palliation 56 (31 46 (25) 25(8) 29(9) 156 (16)
Consolidation 5(3) 5(3) 257 (81) 255 (79) 522 (52)
Previous/contemporaneous chemotherapy N (%) 46 (26) 36 (20) 256 (80) 252 (79) 590 (59)
Previous radiotherapy N (%) 15 (8) 24 (13) 32(10) 29(9) 100(10)
Previous rituximab exposure N (%) 2(1) 2(1) 34(11) 33 (10) 71(7)
Karnofsky scale N (%)
60-80 16 (12) 16 (11) 67 (30)) 61 (30) 160 (23)
90 44 (34) 34 (24) 66 (29) 67 (32) 211 (30)
100 70 (53) 90 (64) 92 (41) 80 (38) 332 (47)
Not known 50 41 94 113 298

" The single patient 352 months from original diagnosis represented a recent aggressive transformation of indolent lymphoma.

Lowry L, et al. Radiother Oncol. 2011;100(1):86-92.
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PEMENHL: ORR HFIE vs {KFIE=93% vs 92% (p = 0.72);
{2 MNHL: ORR #9°491% (p = 0.87)

Response [ndolent Aggressive Total
24 Gy 40-45Gy 30Gy 40-45 Gy

CR 145 (82%) 138(79%) 249(82% 251(83%) 783(82%)
PR 18 (10%) 24(14%) 29(9%) 24(8%)  95(10%)
SD| 14(8%)  12(7%)  25(8%) 24(8% 75 (8%)

progression
Death 0 (0%) 0(0%) 1(<1%) 3(1%) 4 (<1%)
Not assessable 2 2 0 3 7
No RT received 1 1 5 3 10
Missing 0 4 10 13 27
Total 180 181 319 321 1001

Lowry L, et al. Radiother Oncol. 2011;100(1):86-92.
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(c) Overall survival
Indolent group (b) Progression-free survival
(a) Freedom from local progression i
§ 0s
e 10 i 08
% 09 g . H]
g 08 % £ 06
5 07 z 08
3 -
% 25 E s 03
A # Totals
& Everds Tolahy 02 Events Tota
§°? — Il W weosencmmin or [Tt 6@ 099N COB 4
02 | fghdose 3 g1 HReLY39EW CHOT3ATS t —-lwdm W 19 ]
B 01 luu Lowieie o ® 00 T T T T T T - - - ] 0o
e 0 1 2 3 4 5 B 7 B 9 MW 0 1 2 3 4 5 & T 8 9 10
o 1 2 3 4 5 & 7 8 85 1 PATIENTS af Rigk Years fom randormg slion PATIENTS at Rigk Years Fom randomisation
PATIENTS st Pk Yones bioem randormisation Mghdose 1) 180 127 19 R 63 B M W 4 1 Wghdose 100 168 160 10 10 9 @ 4 B 2 3
Wghdose 81 160 10 131 W M R ¥ B 9 3 lowdose 180 164 1% I 8 & 6 R 2 8 0 lowdose 180 171 163 1M 10 ® B 0 B U 1
Lowdose 160 159 147 119 01 @83 & B® M w0 1
Overall survival
Aggressive group Progression-free survival
n 10
Freedom from local progression 5
§ 10 08
3w § 07
§ 10 i. (]} . )
£ 09 — a g7 H 08
o g o6 g0
e 5 05 ! 5 04
Y § o # 03
§ 0 g 03 02 Events Totals
£ 03 302 Evants Totals o [ Hopdme @ @ HR=1.15 95% Ci=0 881 51
% 02 EvatsTotahy £ oy |m=Tehdose 13 W HR=10695% CRO 831 34 mee Lowdose 115 317
3 a1 — Hghdose 43 3?; HR=10995% C=073.161 H UT ame Lowdose 1% W 00 T s B | S T T 1
’W"'.Wh.“.sz.m. R ﬂﬂﬂ 1 2 3 . 5 ﬁ : B 9 1'0 0 1 2 3 4 6§ B 7 B8 8§ 1
e 1 2 3 4 5 €& 7 8 9 W PATIENTS at Risk Yeurs from randomisation
from fan PATENTS at Risk Years from randomesation
N 20 27 8 0 T R BB S pdowXl 2% 26 AW W W 2 & B K 6 Fma sl a2 e A
Lowdose 313 67 M3 N2 98 M 73 ¥ X 13 6 lowdoss 317 255 231 201 18 105 & B 2N 12 § Lowdose 37 2778 256 25 10 19 % ¥ ¥ W 6

Lowry L, et al. Radiother Oncol. 2011;100(1):86-92.
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Rate ratio for HF (RR)
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HDY&E YT J5 0 3 R HE X6 |1
5SS ERNR SRR SEEL

B == (-15Gynoanthra ~ ==0-15 Gy & anthra
11 Categores of MHD 10 1 Caegores ofMLVD 256y 401-~1620Gynoanthra =+ 16:20 Gy & anthra
{=RR - 9|~ AR inea 0 g4 -+2210Gynoanta 221 Gy &anthra
ek ~ 8_—HRcurvature 2125y 8»‘\
g : ERR inear modet %Gy C 2 30 1
m ol
T g S 053 25 1
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i 24-131 /
8§ o1 — 8 N
g 2 E A= 10 / ‘ ur - -
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T -l=‘==:"

- -

T ! T T T T Of I I I ! ! 0" T 1 I I I
510 1525 how o050 £ 0 5 10 15 20 % % 3
Mean beartdoge D2, n 6 Mean i ventrclar dose (=02 n Gy Time since treatment (years)
van Nimwegen FA, et al. Blood. 2017;129(16):2257-2265.
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C. D
1968-1982%F gof  1983-1 992¢F g 1993-20075
15-y OS 78% i 15-y OS 85% i 15-y 0S 88%
EN.- %:N.
o _,fg"'—f_/—’_y

0 10 2 0 0 0 10 2 0 0 0 10 2 ) 0
Years Since Treatment Years Since Treatment Years Since Treatment
——— Hodgkin Lymphoma Second Malignancy ~ Hodgkin Lymphoma Second Malignancy —— Hodgkin Lymphoma Second Malignancy
——— Cardiac Other — Cardiac — Other Cardiac Other

Patel CG, et al. Int J Radiat Oncol Biol Phys. 2018;100(2):498-506.
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-_-

A B2
BNLI NHL 2456 1. 0 (O. 7-1. 4) 1. 2 (O. 8-1.7)
SEER ~ NHL 77823 1.13 (1.1-1.2) 1.18 (1.1-1.2)
GISL  DLBCL 1280 1.16 (0.79-1.63) 0.92 (0.42-1.75)

SEER  HD, >20% 12467 15. 0% (4k¥r) =* 14. 5% Ci+Hk) *

*50 "R R R AR

Mudie NY, et al. J Clin Oncol. 2006;24(10):1568-74.

Tward JD, et al. Cancer. 2006;107(1):108-15.

Sacchi S, et al. Haematologica. 2008;93(9):1335-42.

Koshy M, et al. Int J Radiat Oncol Biol Phys. 2010;78(3): S65-S66.
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The proportion of second cancers attributable to radiotherapy

treatment in adults: a prospective cohort study in the US SEER
cancer registries

Amy Berrington de Gonzalez, DPhil’, Rochelle E Curtis, MA', Stephen F Kry, PhD?, Ethel

Interpretation—A relatively small proportion of second cancers are related to radiotherapy in
adults, suggesting that most are due to other factors, such as lifestyle or genetics.

Berrington de Gonzalez A, et al. Lancet Oncol. 2011,12(4): 353—360.
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1

Study No. of Clinical Median 5-y LC (%) 5-y OS (%)
patients stage dose(Gy)

Le et al, 31 IE (mean, 34) 100 73

2002

Uno et al., 50 IE 36 98 (at 2-y) 91

2003

Fungetal.,, 39 IE 31.8 96 94

2003

Ejimaetal., 42 IE 36 100 97

2006

Monzen et 14 IE not 100 NA

al., 2006 available

Nametal., 66 IE 30 95 96

2009

Hata et 30 IE-IIE 30 100 100

al.,2011

LC=/EPiEH 0S=REFZE




i%: HAH % i |1

v SMAERANBELIBARE, E&IFAERMEE
HIBR T, EEZSERER

v ﬁlz-

IS,

EITALREENAN,

ER AT LLRE




BVALTRERBITENE 1

> HTHP IR | HABMALTH E &
> IERALL EBMALTHE B
>8t(11;18) (921;921) HiL
>3 BYBMALT R 2 76




LL2oL S |

>BEFSeEE: BAMXIEHREYS
> BBETFFE: 30Gy



&% ENMALTHEIE
I

> BT3B X
515738 B 0 X i i B 4G
>HgKIE: 306Gy

[ 1

CTV=IImAREEPFR




ID No. :
Name :

Sex: Age:

D _N Rirth -

W el S W

24/04s2009
12:20:18

SCv-4

Comment :

L T7 L




7 L)

ID No. :
Name :

Sex: Age:
D.O.Birth:

17 02 2011
09: 06: 53

Cr: N Eu: A3
Ce: O

Physician:
Comment :




NS 1
> BETE YR/ SR ITHE LSS
> BB 57 = A
> BT AR’ 34 EREEENTT
> T R E B R EERAERT, =
ZMHREEESRTTEEAMRERS
BHYT Y  SlEsEN




Thank you for
attention |

i

....

?

Beijing Cancer Hospital
3 =F
1; “.‘.
bl L | Peking ﬂn[ﬂuiag School of ﬂn:u.‘.’a;g
F iAT HBER

Beijing Institute For Cancer Research

it g LI HAER

BEIJING CANCER HOSPITAL EEJEGT!;]SHUTE FoR égnﬁﬁsﬂiucu




