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Questions to (try to) answer

e Is that accuracy relevant regarding the
prognosis and treatment strategies?

 How can the « clinician » help the
« pathologist » to reach the diagnosis?



Questions to (try to) answer

« How can the « clinician » help the
« pathologist » to reach the diagnosis?

— The hard way
— The soft way



Questions to (try to) answer

« How can the « clinician » help the
« pathologist » to reach the diagnosis?

— The hard way!



Step 1: vigourous discussion with
Antoine!




Step 2: Working with Marie:« you
will tell truth! »
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prognosis and treatment strategies?
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Table 2. Clinical Characteristics of the Patients.*

Characteristic Lymphoma P Value}
MNon-mBL plus
All mBL Mon-mBL Intermediate Intermediate
number (percent)

Total 146 28 &7 3l 118
Age at diagnosis <(.001
<60 Yr 66 (45) 27 (96) 26 (30) 13 (42) 39 (33)
=60 Yr 80 (55) 1(4) 61 (70) 18 (58) 79 (67)
Ann Arbor stage 0.05
Lor Il 61 (45) 17 (63) 26 (33) 18 (62) 44 (41)
W or IV 74 (55) 10 (37) 53 (67) 11(38) 64 (59)
Sex 0.02
Fernale 62 (42) 6 (21) 40 (46) 16 (52) 56 (47)
Male 84 (58) 22 (79) 47 (54) 15 (48) 62 (53)

Lesions 0.01
Extranodal lesions only 18 {14) 3(12) 2 (11) 7 (28) 15 (15)
Modal lesions only 63 (50) 7 (28) 42 (58) 14 (52) 56 (56)
Modal and extranodal lesions 44 (35) 15 (60) 23 (32) 6 (22) 29 (29)
B symptoms 0.10
Absent 65 (60) 12 (80Q) 37 (51) 16 (73) 53 (56)
Present 44 (40) 3 {20 35 {49) 6 (27) 41 (44)
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Figure 3. Kaplan—Meier Estimates of Survival According to the mBL Signature.




Mature agressive

Morphology
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MY C-complex : non-IG-MYC fusion or IG-MYC fusion with IGH-BCL2 fusion,
BCL6 breaks or high complexity

M MYC—mmpIax 24 5 4 2 2
" MYC-neg 94 47 23 16 9
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clonal karyotype:

Macpherson, N. et al. J Clin Oncol; 17:1558 1999
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To summarize

Burkitt L

Prognosis Disease extension:
CNS BM

Tx Specific tx with

HD-MTX and ARA-
C

Curerate 70%-90%







Overall survival curve of the 72 patients
according to treatment group (A, B, C)

Divine, M. et al. Ann Oncol 2005

Copyright restrictions may apply.

CHOP based regimens

2y OS: 50% to 65%
< 30% if CNS or BM

Diviné M JCO 1996
Longo DL JCO 1994
Jost LM Ann Oncol 1995



To summarize

Non-Burkitt

non-MYC
complex

DLBCL

Prognosis IPI

TX CHOP-R
High-dose if poor IPI

Cure rate # 50%







A prospective study of the LMB regimen
for diffuse large cell non Hodgkin's lymphoma in adul ts.
Voog E, Sebban C, Biron P, Philip T , Blay JY .

Leuk Lymphoma. 2000

8 year overall survival 100%, 78% and 42%

In patients with an IP1 0, 1, and 2-3 respectively



DLBCL low-risk

DLBCL high-risk




To summarize

MY C-complex

Prognosis NE of « good »
Pc factor

TX No known effective
therapy.

Allo? New agents?

Cure rate 0%
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Informations from the clinician?

BL Vs DLBCL

Younger : 37y.0.(17-76) vs 56y.0.(19-83)
Marrow involvment : 44% vs 24%
B symptoms : 43% vs 23%
Higher risk* group : 76% vs 61%
*. low risk: >/= 3 of: LDH=n
WHO= 0-1
Ann Arbor= |-l
NENS </=1

Graham M. Mead et al Blood,
2008:; 112: 2248-2260

Non-Ig-Myc / Myc complex/
Double hit...

Median Age . 58y.0. (36-73)

B symptoms: 81%

LDH > N: 100%

Ann Arbor stage 4. 100%
Higher risk group :  100%

Steven Le Gouill et al Haematologica,
2007, 92: 1335-1342




B-Cell Lymphomas with features intermediate between
DLBCL and Classical Hodgkin Lymphoma

\/



Rodig, S. J. et al. Clin Cancer Res 2008;14:3338-33 44




Questions to (try to) answer

e Is that accuracy relevant regarding the
prognosis and treatment strategies?









oy OS: 77%

5y EFS: 54%

Expected results with
Hodgkin’s Tx:

5-y EFS: 77%
5-y OS: 81%

Henry-Amar M
Semin oncol 1990




Informations from the clinician?

Very few If any:
-Young adult
-Bulky Mediastinal

May not be that important
for treatment and prognostic. Now!



Conclusion

o At the present time,

— Clinicians are far behind pathologists to
separate close entities.

— To recognize these entities has however
sometimes dramatic consequences.

— There Is a need for large international clinico
patholgical cooperation to evaluate the
prognostic impact of deeper and deeper
molecular dissections of rare entities.
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Thanks to pathologists for the light they shed on gra y Zzones



