Le Lymphome du sujet ageé est un
lymphome comme les autres.

F.Peyrade Centre Antoine Lacassagne



Répartition des sous-types histologiques en
fonction de I'age

100 + B Lymphocyte predominant
nodular Hodgkin
B Burkitt
80 - B Mantle cell
B T-cell
I Classical Hodgkin
§ M Follicular
- B Marginal zone
a M Ditfuse large B-cell
40 -
20 -
0 -
Years <1 15-24 25-39 40-49 50-59
Number 76 186 409 439 818 1366 2502

M/F sex rate ratio 2.2 13 14 1.5 14 12 15



E(x)

Groupes d'ages 1-1-2007 1-1-2025 1-1-2050
18-24 11,5 % 10,2 % 9,4 %
25-39 25,9 % 22,9 % 20,8 %
40-54 26,5 % 23,2 % 21,3%
55-64 14,9 % 15,6 % 14,2 %
65-74 10,3 % 14,2 % 13,2 %

75 et + 10,9 % 13,8 % 21,1 %

10,00 | |

80 81 82 83 84 85 86 87 83 89 90 91 92 93 94 95 96 97 98 99

* Kumar SK et al. Leukemia 2014;28(5):1122-8

Source INED 2008



Lymphome agressif au diagnostic

98-5 (n=202 RCHOP | 03-7B (n=150 R- 09-7B (n=120 pp
arm) miniCHOP) OFA-mini CHOP)

Trial / Age Phase Ill / 60-80 y Phase Il / >80y Phase Il /80y
PS0-1% 78 66 70
Ann Arbor I-1l % 36 25 23
aalP10-1 % 40 34 43
LDH >N % 65 68 57

* Taux de réponse identique



Hétérogénéité pharmacologique

 Pharmacocinétique
— Absorption

— Distribution
* proteines

— Metabolisation
* Perfusion hépatique, Cytochrome P450

— Elimination
 Rein

 compliance et polymedication
* Toxicité Specifique

*Peyrade F et al. Lancet Oncol. 2012 Aug;13(8):e344-52



Hétérogénéité Pronostique
Prognostic factors for mortality
Hematological malignancies in the elderly

Study Results univariate analyses Results multivariate analyses I
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Hamaker M. et al, Leuk Res, 2014



Survie Globale du R mini CHOP (>80 ans)

Survival Probability

0.8
0.6
—-H-H—H—t——
0.4
Median: 29 months

02 At two years: 59%

0_

6 12 18 24 30 36 42

OS (months)

No. of Subjects Event Censored Median Survival (95% CL)
149 39% (58) 61% (91) 29.14 (21.22 NA )




Survie Globale du R mini CHOP (>80 ans)

Survival Probability

Suivi long terme

0.8

0.6

0.4 1

0.2 4

4-year estimated OS 49.3% [95% CI: 40.8-57.3%]
Median OS 38 months

Median follow-up 41 months

T T T T T T T T T

6 12 18 24 30 36 42 48 54
OS (months)

60

No. of Subjects Event Censored Median Survival (95% CL)
149 50% (75) 50% (74) 37.85 (26.58 NA )




Analyse Multivariée
Taux d’albumine
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Albumine était le seul facteur pronostic de survie en analyse
multivariée




Causes de Déces

Lymphoma

Toxicity . Others Total
progression
1 bleeding
12 2 chest pain
Treatment | (including
Period 5 during 8 1 poor general condition 27
tﬁ;{;st 1 pneumopathy
2 unknow causes
1 stroke
Follow-u 1 acute renal insufficiency
P 0 25 N 31
Period 1 poor general condition
3 unknown
Total 12 33 13 58




. 7B trials: 150mg/m? ? ?7? ?7? ?7?

250 0.4 0.6 15 2.4

300 0.6 0.9 2.2 3.4
400 0.7 1.2 23 4.6
500 1.5 2.3 5.8 8.9
600 3.9 6.1 14.9 22.4
700 8.7 13.2 30.5 43.5

Aapro et al. Annals of Oncology 22: 257-267, 2011
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Hershman et al J Clin Oncol. 2008;26(19):3159-65.



09-/B

PRE-PHASE PHASE INDUCTION PHASE CONSOLIDATION
. . Lymphoma
Toxicity ymp . Others Total
progression
1 bleeding
12 2 chest pain
Treatment | (including »
Period 5 during 8 7| 1 poorgeneral condition 27
the first
cyéfﬁej 1 pneumopathy
2 unknow causes
A LLELE . R g I
| ] | || I |
Pi3,4 el b5 PR<50%, PD‘{"’ CR, Cru, PR 50%
Sortie Sortie LNH 09-7B

OmCHOP




120 patients (from june 2010 a to jan 2011) medianage 84 years (min 79 max

95)
PS 0-2: 108 PS 3-4: 12
1PS=3 ‘ 1 steroid induced
1 decision < Pre-Phase > maniac acces
1 major violation (death) T 1 PS= 3 (death lympl
progression)
105+ 10 = 115
_ 5 treatment failure
g B IR 3 toxicity
s B 5 death

60 -

40 A

20 A

4

nombre de cycle

2 voluntary withdrawal
1 major violation

Median follow-up: 26.6 months

10 others

89 patients received
prphase and 6 cycles




Primary endpoint: Overall survival

FAS

Survival Probability

Overall survival - FAS
with Mumber of Subjects at Risk

0.8 -

0.6 -

0.4 -

0.2 -

0.0 1

| + Censored O 95% Confidence Limits |

At 2 years: 64.7% [95% ClI: 55.3-72.7%]

120 108 g2 70 83 20 4 0
ILI'! !; 1I2 ‘1'8 Zlii 3III'.I 3'!'::‘ 412
Owverall survival (months)
MNo. of Subjects Event Censored Median Survival (95%CL)

120 35.8 % (43) 64.2% (77) MA(30.2 ; MA)




Causes de Déces

. . Lymphoma
Toxicity ymp . Others Total
progression
1 pulmonary oedema
Treatment
1 stroke
Period 0 3 3
1 unknow causes
4 infectious diseases
4 psychiatric syndroma
Follow-up 0 14/ 3 unknow 39
Period 2 cardiac failure
1 tractor accident




PROGNOSTIC FACTOR

Albuminaemia

OS at two years 59%

1 |_
l
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148 39% (58) 61% (81) 2914 (2122 MNA )
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Overall survival to 2alP| - Modified ITT set
Wi Number of Subjecs atRisk and 95% Confidence Limts Overall survival - FAS
10 with Number of Subjects at Risk
ﬁ s - 104
]
o i s
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1| n 0 24 ® 5 1 [] 0 ] 12 L] k) 30 3%
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1z ~ - T - T : T No.of Subjects  Event Censored  Median Sunival (95%CL)
0 ] 12 18 0 30 3% 2 120 358%(43)  642%(7) NA(30.2, NA)

*Peyrade F et al. lancet Oncol.2011;12(5):460-8
**peyrade F et al. Lancet hematol 2017;4(1)

Overall survival (months)

OS >80 vy similar OS> 65y



Survival Distribulion Functlion
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Overall Probability of Survival

98-5 a deux ans

CHOP plus rituximab
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Le Lymphome du sujet age est
donc un lymphome comme les
autres.



Les besoins

* Phase | spécifique patients agés



Very few elderly patient in phase | studies

Table 1 Baseline patient characteristics, n = 233

Charac teristic e = Mediam (rangel
G e Yiae
Age Median Fang) Vi
Performance stabus O
000G 1 ' 3] 57
06 g 3
Mo, of prior treatments 2 i0-14)
135 5
%
Age at diagnosis, years
Median 2
Range 2480 A
Sex 3 (-4
Male 104 58.0 L
Female 76 20 =
ECOG performance status '
0 62 34.4
1 16 64.4 Chau et al BMC Cancer 2011, 11:426
2 2 1.1 Italiano et al Annals of Oncology 19: 787—-792, 2008



Risk factors

o Age over 75 years

¢ Mild. moderate or severe frailty:

patients needing help for household tasks and personal care* P H AS E |
¢ Comorbidities:

o B * Richardson PG et al:
i —— Immunomodulatory drug CC-5013 ...
Blood 100:3063-3067, 2002:
No risk factors At least one risk factor At least one risk factor plus medlan age 65 ans
occurence of grade -4 on « Zangari M et al: Results of phase | study
DOSELEVELO - of CC-5013... Blood 98:775a, 2001
DOSE LEVEL -1 (abstr 3226):
ik median Age 62 ans

GO-GO MODERATE-GO l SLOW-GO

Agent I DOSE LEVEL 0 DOSE LEVEL -1 DOSE LEVEL -2
40 mg/d 20 mg/d 10 mgd
Dexamethasone d 18,1522/4 wks d 18,1522/ 4 wks d1.8,1522/4 wks
0.25 mg/kg or 9 mg/m’ 0.18 mg/kg or 7.5 mg/m’ 0.13 mg/kg or 5
Melphalan d14/4-6 wks d1-4/4-6 wks ) Wks
00 mg/ 50 mg
Thalidomide 100 mg/d SO mg qod
. 15 mg/d 10 mg/d
d 1-21 /4 wks d1-21 /4 wks d1:21 /4 wks
1.3 mp‘m’luicc weekly K mg,lm7 once weekly 10 lugjm7 once weekly
Bortezomib d1AS /3 whs d 18,1522/ 5 wks d 1.8,1522/5 wks
60 mg/m’ d 14 or [ 30 mg/m’ d 14 or 15 mg/m’d 14 or
Prednisone 50 mg qod 25 mg qod 12,5 mg qod
100 mg/d [ S0 mg/d S0 mg qod
Cyclophosphamide d1-21/4 wks or d 1-21 /4 wks or d 1-21 /4 wks or
o = 300 mg/m’/d 150 mg/m*/d 78 mg/m*/d
d 1.8,15/4 wks | D1.8,15/4 wks d 18,15 /4 wks
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Les Besoins

... One year in advance

Congratulations to all partici-
pants and thank you very
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e Phase lll:

— senior study: RminiCHOP +/- Lenalidomide

DLBCL

- EcoS 03

» ECOG :0-2 (3 weeks oycles)

» LVEF > 50%

» Creatinin R R R R & R
clearance MiniCHOP ~ mIniCHOP  miniCHOP ~ MiniCHOP  MINICHOP  miniCHOP
(MDRD)= 40 ) (sc) (sc) (sC) (s¢) sc)
ml/min

' N Al fl N A
Pre-phase }—I] LI |_| I_I |_| |_|

— Evaluation >
) )| Follow-up phase
DLBCL Evaluation

- Randomization

3 ) R2- R2- R2- R2- R2- R2-

— — miniCHOP miniCHOP miniCHOP ~ miniCHOP miniCHOP miniCHOP
Stralification on D-7 to D-4 (v sC) (sc) (sc) (sc) $C)
-CD10 expression 1

- age: B0 1o B5/>B5 yoars old |—| I—I I—I |—I I_I
| rerrsse H—1———1—1 |_

Lenali ide 10 mg [: I 1 1

D1 to D14 D1 1o D14 Do D14 D1 to D14 D1 to D14 DA lo D14
Aspirine 100 mg or LWMH

Evaluation 2
. Follow-up phase
Eoliowuriphases B-R2miniCHOP
every 3 months the first two years then every 6 months (3 weeks cycles)

— CGA based clinical studies

Jardin et al, clin trial.gov NCT02128061



Phase IV

cancer

— Compliance 50%
— Suivi ?

— Interaction

* Enquéte vraie vie sur 100 patients > 65 ans traités pour un

Moyenne EcartType

72 4.8
Nombre de molécules Nombre de patients Fréquence
Aucun 4 4.25%
142 10 10.64%
3ab 24 2555
Plus de 6 56

Peyrade et al, personnal data

: Relation nombre de molécules (protocole de TMAC inclus) - IM
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Le Lymphome du sujet agé est
donc un lymphome comme les
autres....insatisfait

Merci de votre attention



