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Follicular Lymphoma International
Prognostic Index (FLIPI)

Parameter Adverse Factor 95% CI

Age =60 : 2.04-2.78
Stage Il or IV : 1.56-2.58
Hemoglobin <12 g/dL : 1.30-1.88
Serum LDH >Norm : 1.27-1.77

LK-Areale >4 : 1.18-1.64

Cox regression analysis in 1795 patients

Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.




Relative Risk of Death According
to Risk Group (FLIPI)

Number of Distr. Of 5-Year OS, 10-Year
Factors Patients % OS, %

Low

Intermed.

High

Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.




FLIPI: Overall Survival

Good (0-1)

Intermediate (2)
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Solal-Céligny P, et al. Blood. 2004;104(5):1258-1265.




Watch & Wait or Early Treatment?

Is there a need for immediate treatment in

asymptomatic patients with advanced

indolent/follicular lymphomas or can a watch and

wait strategy being considered?




Watch & Wait or Early Treatment?

Watchful waiting versus chlorambucil 10 mg daily contin. prospective
randomized, n = 309, recruitment phase 1981-1990

Survival Watch & Wait Immediate Treatment
5 years 58% 57%
10 years 34% 35%
15 years 22% 21%

Median 6.7 years 5.9 years

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.




Watch & Wait or Early Treatment?
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Observation (n=151)
= === Chlorambucil (n=158)

%)

Overall survival

©
2
c
3
@
o
s
i
5
>
E
S
[&]

—— Observation (n=151)
= === Chlorambucil (n=158)

Disease-associated survival

Cumulative survival (%)

4 8 12 16
Time (years)

Patients at risk
Chlorambucil 105 60 42 15
Observation 103 65 43 17

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.




Watch & Wait or Early Treatment?
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Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.




Watch & Wait or Early Treatment?

Watch & wait: Time to first treatment

Median time to first treatment: 2.6 years
Actuarial chance of not needing
chemotherapy at 10 years was 19%

and 40% in patients older than 70 years

Ardeshna KM, et al. Lancet. 2003;362(9383):516-522.




Indications for Treatment in
Follicular Lymphomas

Stages |, Il, limited 1l (up to 5 involved lymph node regions)
- curative intention?

Disease-associated symptoms (B-symptoms)

Hematopoetic insufficiency: anemia, granulocytopenia, thrombocytopenia
Rapid tumor progression: doubling of manifestations within 1 year

Bulky disease (>6 cm diameter)

Autoimmune phenomena, such as AIHA or ITP

No role for

- FLIPI

- LDH or Beta-2-Microglobuline
- age, stage or bone marrow involvement
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R-HDS vs CHOP-R Randomized Trial
Evaluable Patients: 134
PFS ACCORDING TO TREATMENT ARM

Median follow up: 51 months

(\ 68% at 4 years

R

=
i
>
[
3
"
o
o
-
c
=8
wr
L]
@
R
=
o
|
a
Y
o
=
o
o
o
[
o




R-HDS vs CHOP-R Randomized Trial
Evaluable Patients: 134

OS ACCORDING TO TREATMENT ARM
R-HDS vs CHOP-R

Median follow up: 51 months

"\ 81% at 4

b - years
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Age, median

CHOP-R
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B-R CHOP-R
(n = 260) (n = 253)

Age, median 64 years 63 years

23 % 23 %
77 % 77 %
68 % 67 %
38 % A
38 % 34 %

27 % A
37 % 34 %

12 % 19 %
42 % 33 %

46 % 48 %
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B-R (n = 1450) CHOP-R (n = 1408)
% of Cycles % of Cycles




No. of Patients

CHOP-R (n = 253)

B-R (n = 260)
No. of Patients

Allergic reaction
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Progression-Free Survival

B-R: 54.9 months vs CHOP-R: 34.8 months (median)
1.0 HR = 0.57 (95% CI. 0.43 - 0.76)

0.9
M P =.00012
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Median observation period 34 months
Rummel MJ, et al. Blood. 2009;114: Abstract 405.
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PRIMA Trial for Follicular Lymphoma

(Primary Rituximab and Maintenance)

R-CVP R-CHOP R-FCM

—

Respone Evaluation SD or PD Off study

|
PR or CR

L

Randomization

— ~

12 x Rituximab

Observation One infusion every 8 weeks
over 24 months
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Rituximab maintenance
375 mg/m?
Immunochemotherapy every 8 weeks
8 X rituximab ] for 2 years*

N e CRIPR

High
tumor burden
untreated
follicular
lymphoma

8 x CVP or
6 Xx CHOP or

6 x FCM - \ Observation?




—— Observation

95% C10.39; 0.64
P<.0001
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Bendamustine-Rituximab + 2 vs 4 Years Rituximab

StiL NHL 7-2008 - MAINTAIN

Randomized Phase lll Study Bendamustine-

rituximab
+ 2 years rituximab
Follicular Lymphoma—— .

g 2 months

Bendamustine-rituximab
Sﬁ u + 4 years rituximab
i g 2 months

Studiengruppe indolente Lymphome
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Bortezomib 1.6 mg/m? days 1, 8, 15, 22 for five 35-day cycles

Rituximab 375 mg/m? days 1, 8, 15, 22 of cycle 1
and day 1 of cycles 2-5 (8 doses)

Rituximab 375 mg/m2 days 1, 8, 15, 22 of cycle 1
and day 1 of cycles 2-5 (8 doses)
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- Accrual-goal =670 pts
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Median PFS Median

CR /Cru

ORR

RD




e in these disease entities




