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Agenda

e Issues about elderly DLBCL

* Selecting Fit/Unfit patients

e Strategies for High/Low-risk patients

¢ Dose modification

Alternates for R-CHOP

Unfit/Refractory Patients

e Future directions

- From standardization to individualization -
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R-CHOP: the “Gold Standard”

Eligibility:

Age 60 - 80

Stage Il - IV

PS0-2

Coiffer et al. N Engl J Med 2002; 346: 235-42.

DLBCL: curable disease
cf. Elderly advanced NSCLC
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\ Eligibility:
reoe) Age 70-
e~ —
-y Stage llib, IV
T —
PS0-2

Gridelli et al. J Natl Cancer Inst 2003; 95: 362-72.

Anthracycline: the key drug

Korean retro study®
125 Pts DLBCL age<60
70 Pts DLBCL age260

DXR based therapies

Agn 250 a8 D < 10w e wh US large data base?

9,438 DLBCL age 265

Any doxorubicine use:
29% increase CHF risk

ILee et al. Cancer 2003; 98: 2651-6.

2Hershman et al. J Clin Oncol 2008; 26: 3159-65.
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“Fit” vs “Unfit”
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Comprehensive Geriatric Assessment
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CGADMit/unfitFE KYIEFEIZFBIT S

) e n=42 84 pts DLBCL in
e [ 77 8% ¢ 0.4% Single institution
k]
Age > 65

:
F ~—"unfCpall n=22 “Fit” patients:

s b =1 - - ~26,1% + 104% age<80, low

. 19.8% + 106% ADL score, less
00 - ——"unfC intens n = 20 comorbidities
10 20 30 0 w0
months

Tucci et al. Cancer 2009; 115: 4547-53.

Charlson Comorbidity Index
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Charlson et al. J Chronic Dis 1987; 40: 373-83.

Charlson index for elderly DLBCL

" i — - 80 pts DLBCL in
H

- Single institution
T .3 — Age > 65

72 given CHOP+R
14 had CCI22

[

Kobayashi et al. J Cancer Res Clin Oncol 2011; 137: 1079-84.

Commorbidity but not very old age
predicts survival for elderly DLBCL

Mean RDI: 0.64 vs 0.47 (p=0.04)

i- a P

ORR: 93% vs 64% (p=0.02)

Kobayashi et al. J Cancer Res Clin Oncol 2011; 137: 1079-84.

IPl in Elderly DLBCL

e High-riskZ# [} %dose intensification
e Low-risk|Z# [+ Hcombined modality

ASCLY A Phase |l trial comparing R-CHOP 14 and R-CHOP21 for the
2011 Chicage treatment of newly diagnosed diffuse large B cell lymphoma

Ne540 | R—CHOP 21 « In patients receiving rituximab.
[ e dinicr rmer CHOP14 for 6 cycles is not

Rbunma ¥ Scyces
5 - superior to CHOP21 for 8 cycles
COXove « No obvious sub group appears to
i ‘ R—CHOP 14 derive a greater benefit from R-
ERIC S S e CHOP14, including age > €0,
N=530 | Piltuimat x Scycies bt
high IPI, high MIB1 or non-GC
phenotype

+ As expected a higher frequency
of neutropenia was observed in
R-CHOP21 which reflects the
primary prophylaxis with G-CSF
in R-CHOP14

(Cunningham D. et al. ASCO2011 #8000 )




R-CHOP-14 vs R-CHOP-211

R-CHOP (3) + IFRT

SWOG's P2 trial
i 60 aggressive B-NHL Pts
70 Pts DLBCL age260
e Stage I/Il
i — At least 1 risk factor

Persky et al. J Clin Oncol 2008; 26: 2258-63

Dose modification

e Significance of RDI in the R-CHOP era
¢ Dose modified regimen for elderly DLBCL

2
A ) R-CHOP21
b R-CHOP14 W= GELA’s P3 trial
- p=01112 103 vs 99 DLBCL Pts
H 2-year EFS: Age 60-80
-48% (R-CHOP14) vs 61% (R-CHOP21) Stage II-IV
ECOG PS 0-2
EFS aalPl 1-3
2
H \‘:\;—ka\ “Time to remember to forget
3 \—\"ﬂ\l;i:t’\f*- R Dose-intensification in
2 T e Lymphoma?”
E R-CHOP14 i
5 p=0.3664
5
@ 2-year OS: 1Delarue et al.
-67% (R-CHOP14) vs 70% (R-CHOP21) ASH meeting 2009 #406
2Cheson et al.
0s J Clin Oncol 2011 29: 3954-6
CHOP (4) vs CHOP (4) + RT (40Gy)
in elderly DLBCL
!
Yows Mur Rantom Assagemment
GELA’s P3 trial
277 vs 299 aggressive NHL
187 vs 223 DLBCL Pts
= age260 (median 69 vs 68)
Stage I/Il
8vs 9 % had bulky disease
No risk factor
Bonnet J Clin Oncol 2007; 25: 787-92.
Relative Dose Index (RDI)
e RDI = Actual dose per specific period

Planed dose per specific period

o DLBCLIZBWVWTIEEWEEAEENT L

Dixon et al 1986. J Clin Oncol 4:295-305

Kwak et al.1990 J Clin Oncol 8:963-77
Epelbaum et al 1990. Cancer 66:1124-9
Lepage et al 1993. Ann Oncol 4:651-656

Eetmaned Sorvivet

RDIin DLBCL, Pre R era

Belgian retro study
348 pts DLBCL
CHOP-like or others

59% of Pt. Age > 60

Bosly et al 2008. Ann Hematol 87:277-83




RDI in DLBCL, CHOP-21

o UK data only (n=78)

= UK & Belgian retro study
289 pts DLBCL

CHOP-21 only

b UK&Bergian data set (n=289) Age: NA

Pettengell et al. 2008. Ann Hematol 87:429-30

RDI in DLBCL, R-CHOP era

Japanese retro study

152 pts DLBCL

101 Pts treated with R-CHOP
51 Pts treated with R-THPCOP
75% Pts age > 60

b 49% Pts in H/HI
Age>60, FN & THP associated
with lower RDI
Prophylactic G-CSF associated
with higher RDI

s N *  Hirakawa et al. Ann Hematol 2010; 89: 897-904.

RDI in DLBCL, R-CHOP era
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Hirakawa et al. Ann Hematol 2010; 89: 897-904.

Probability of Survival

RDIin DLBCL, R era

Japanese retro study

100 Pts treated with R-CHOP
49% Pts age > 60

42% Pts in H/HI

1 Age>60 associated with lower
1 RDI

RDI trended poor OS [HR
per 0.1 of RDI: 0.8 (0.6-1.0)
p=0.08)

Yeors

Terada et al. J Exp Clin Cancer Res 2009; 28: 116.

R-70%CHOP

61 pts DLBCL
Single institution, retro

" Age>70

Stage | - IV
Same CR

\\ Severe AEs in elderly

Meguro et al.
Leuk Lymphoma 2012; 53: 43-9.

R-miniCHOP

R: 375 mg/m?
CY: 400 mg/m?
ADR: 25 mg/m?
VCR: 1 mg/body
e, .. PsL:40mg/m?

150 pts DLBCL
Multicenter P2
Age 2 80

Stage Ix— IV
PS0-2

OR 73% & CR 62%

.. AalPl, hypoalbuminemia,
ADL associated with OS

Peyrade et al.
Lancet Oncol 2011; 12: 460-8.




Dose modification for elderly DLBCL

o rRintensityldhealth status|ZIKTET 3
o Ejfintensitylddisease status|Z{&k7FET 3
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Miura et al. Lancet Oncol 2011; 12: 725

Alternative regimens

¢ Alternates for doxorubicine

R-THP-COP

(%) A
100 os 52 pts DLBCL
» \\m Multicenter P2
©
© Age 70 - 80
20 Stage Il - IV
. PS0-3
° 20 ) ) =
(months] OR 96% & CR 63%
(%)
100 B Poor PS & high LDH
0 PFS correlate with response
P and OS
© P3 vs R-CHOP ongoing
2
°
0 20 40 © 0 Kasahara et al.

(months]  Leuk Lymphoma 2011; 52: 629-34.

R-CHOP vs R-miniCEOP

R: 375 mg/m?
CY: 750 mg/m?
EPI: 25 mg/m?
VBL: 5 mg/m?
PSL: 50 mg/m?

110 vs 114 pts DLBCL
Multicenter P3

Age > 65

‘Fit’ for CGA

Stage Il - IV

PS0-3

CR 73 vs 68%

Merli et al. Leuk Lymphoma. Epub ahead of print

R-miniCEOP preferred in elder and low risk patients
1. Age £ 72, aalPi 0-1, N=64 2 Age <72, aalP1 2-3, Ns55

3. Age >72, 2alP| 0-1, Ne50 4. Age >72. a3lP1 2-3, w45

Vo i e an

Cumulative surival

18

Folow-up, months

Merli et al. Leuk Lymphoma. Epub ahead of print

UnfitM B FIZxL T

* Best supportive careA’Best/ ?




Two side of the medallion...

Overall survival of advanced stage DUBCL
e ‘ e

Dutch retro study
419 DLBCL Age>75

van de Schans et al. Ann Oncol; Epub ahead of print

Relapse/refractory elderly DLBCL

¢ R-CMD:
657% LA £ 30%5TCR 57%. 2y0S 45%
e 70% R-IVAD:
707% LA £ 10f51TCR 50%. 2y0S 50%

Niitsu et al. Cancer Sci 2006; 97: 933-7.
Miura et al. Int J Hematol; 94: 90-6.
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Future directions

Elderly DLBCL

R-miniCHOP
R-mini THP-COP
Non anthlacycline regimen

EBV+DLBCL

BSC
2|

altanate regimen

Data mining

¢ The fourth paradigm of science
- Experimentation, Theory, Computation/Simulation -

biioratin o \n—”—

i

Ratenid

Tony Hey. Harvard Business Review Nov. 2010
Bellazzi et al Wiley Advanced Review 2011 1: 416-30
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Figure 2. Overall Survival according to TP and IP1

R H
— ;; 100 pts DLBCL in
- \ single institution
Various treatment
e » o001 Age > 65

Stage | - IV
Table 2-b. Multivariate analysis

PSO-4

TP < normal 336 1.51-8.04 0.0026

Miura et al. Ann Oncol 2010. 21(suppl 9): 40

METPIEPTCLSIZFS LV Tprognostic marker £755

P=0.004

2 -
§ 131 pts PTCLs in
3: 064 Tt TPEE3gWL(n=101) multicenters
: | L‘ R Various treatment
é 044 L,\ ORI
3 | Various age
é 024 L TP<63gidL (n=30) a

° 2 4 6 s 10

Time (yoars)

Watanabe et al. Leuk Lymph 2010. 51: 813-21

MmETP/CCIE’ Fit/Unfit' ZFBILS5

10
09+
62 pts DLBCL

084

074 All given R-CHOP
®9] Age > 65
405 _

044 Stage |- IV, PSO- 4
037 - Mean RDI 66 vs 54 vs 44%
02 Low TP or Low CCl (n=20)

01 (p<0.01)

00 T T T T T
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Does more intensive therapy have
effects on MCL?

FRAMmTU N>/ E
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N e 64 Pts MCL
Various treatment

Median Age = 64

20 100 25% Pts given ASCT

40 5
Months

Miura et al. Int ] Hematol 2011 93 :684—6

Induction; no.
Consolidation; probably yes.

Miura et al. Int ] Hematol 2011 93 :684—6

Induction regimen did not predicts
survival for MCL given ASCT

Budde et al. J Clin Oncol 2011: 29; 3023-9




