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Lymphomas: the French experience ...
e LYSA:

- multicentric clinical group in 2012 (merging of former GELA

& GOELAMS groups)
- LYSA-pathology : clinical trials based on histological subtypes
- ~only 10-15% of lymphoma patients

* LYMPHOPATH :

- pathology network for all ymphoma patients
- labelled by INCa (NCI)

 Molecular platforms :

- performing molecular theranostic tests (solid tumours,....)
- labelled by INCa (NCI)
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Background

e More than 80 lymphoma entities in the WHO 2017classification
 Lymphoma diagnosis is challenging: expertise, ancillary tools

e An accurate diagnosis is critical for the clinical management of lymphoma patients

e A few rather “limited” studies (in USA and in UK) have report ed a variable
discordance rate (6-28%) between referral and expert lymphoma diagnosis and a
variable impact on patient care (2-17%)

» Lymphopath 2010 (INCa) : Realtime expert review of any newly diagnosed or
suspected lymphomas

> Improve the clinical management of patients

» Lymphoma epidemiology

» Facilitate research studies on lymphomas (LYSA)

Wilkins SB. J Clin Pathol 2011; Jaffe ES. JCO 2014

Lester BHJ 2003; Manion Am J surg Pathol 2008;LaCasce JCO 200;
Proctor JCO 2011; Matasar Ann Oncol 2012;Bowen BJH 2014
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Presentation Notes
The diagnostic of lymphoma is challenging despite the introduction of the WHO classification. The updated WHO classification, describes more than 80 lymphoma entities, some very rare, which require additional studies for their diagnostic. The interpretation of these findings also require knowledge and skill.
Together an accurate diagnosis is essential for success of therapy, especially since the evolution of specific approaches for many lymphomas. 

The difficulties presented by lymphoma diagnosis have led to the introduction of expert review in USA and UK.
Recent publications have evaluated the discordance rate between referral and expert lymphoma diagnosis  ranged from 6 to 28% and their potential impact on patient care ranged from 2% to 17% of cases. 
However, these studies were conducted at monocentric or regional level, based on limited cohort or focused on the most common lymphoma entities. In 2010( two thousand AND ten), the French National Cancer Agency has decided, to support a national lymphopath expert review, of all newly diagnosed or suspected lymphoma in France. The aim of our study was to evaluate the Distribution of all lymhoma subtypes in France, the Discordance between referral and expert diagnosis and their potential impact on clinical management	


@Lymphopath network

Review of any newly or suspected lymphoma diagnosis 30-33 expert sites
. (University hospitals,
by an eXpert hematopath0|og|5t Comprehensive cancer centres)

- 42145 samples received during 2010-2013 period
- 79754 cases (67621 lymphomas), 2010-2016

fle-de-France =~-=o [
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.
Expert pathologists with unlimited access to ancillary K\
teChniqueS Grand Ouest ====#

Database recording both referral and expert diagnosis

Rate of diagnostic changes («concordance/discordance»):
- % of submitted referral diagnosis confirmed or not
by expert
- cases sent for validation/cases sent for expertise

Major or minor changes classified by clinician according
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Presentation Notes
All newly or suspected  lymphoma samples are reviewed  by expert, with unlimited access to ancillary techniques 
Referral and expert were registered in national database. 
Among non cutaneous lymphoma, we evaluated the concordance and discordance rate. This rate was calculated with the % of referral diagnosis confirmed or not by the expert.
Additionally , we evaluated the discordance diagnosis according to 2 groups : cases sent for validation in which first pathologist had signed the report and sent the samples for registration. 
The other cases sent for expertise where pathologist submitted a diagnosis but had not signed the report because he needed a second opinion. 
We next classified the discordance diagnosis according to their potential impact on clinical management.  
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[mpact of Expert Pathologic Review of Lymphoma Diagnosis:
Study of Patients From the French Lymphopath Network

Camille Laurent, Marine Baron, Nadia Amara, Corinne Hatoun, Mylene Dandoit, Marc Maynadié, Marie
Parrens, Beatrice Vergier, Christiane Copie-Bergman, Bettina Fabiani, Alexandra Traverse-Glehen, Nicole Brousse,
Marie-Christine Copin, Patrick Tas, Tony Petrella, Marie-Christine Rousselet, Josette Briere, Fréderic Charlotte,
Catherine Chassagne-Clement, Thérese Rousset, Luc Xerri, Anne Moreau, Antoine Martin, Diane Damotte, Peggy
Dartigues, Isabelle Soubeyran, Michel Peoch, Pierre Dechelotte, Jean-Frangois Michiels, Antoine de Mascarel,
Frangoise Berger, Céline Bossard, Flavie Arbion, Isabelle Quintin-Roué, Jean-Michel Picquenot, Martine Patey,
Blandine Fabre, Henri Sevestre, Cécile Le Naoures, Marie-Pierre Chenard-Neu, Claire Bastien, Sylvie Thiebault,
Laurent Martin, Manuela Delage, Thomas Filleron, Gilles Salles, Thierry Jo Molina, Georges Delsol, Pierre
Brousset, and Philippe Gaulard
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Presentation Notes
I would like to thank all members of lymphopath study group and in particular GD and PG who are the initiators of the project 
and with PB the Lymphopath coordinators.
I would like to thank all referral pathologist who participated in Lymphopath
And hematologist Marine Baron for classifying the impact of discordance on patient care.
Finally i thank INCA for grant support . 


Decision algorithm — Classification of the main categories of mature
non-cutaneous lymphomas by expert sites

Expert center
» If necessary IHC studies and/or ISH and/or FISH | ==pp | > Final diagnosis
» If necessary B- and/or T-clonality studies # Registration in the Lymphopath

¢ database

Lymphoid proliferation (H&E)

+ Diffuse or nodular/follicular proliferation,. ..
+ Granulomatous proliferation,...

+  Small orlarge cells, RSH orLP cells, ...

cLH: RSH cells CD30+ CD15+PAX5+
CD20- (+focal) CD79a- OCT2-
LMP1+-

Referral Pathologist Expert center

> Age, sex and tumor biopsy site
» Submitted diagnosis
# Block (+- slides) of the tumor samples

—>

B-cell markers: CD20+, CD79a+, PAX5+

| T-cell markers: CD2+ CD3+ CD4+ CD5+ CD8+ |

- or+ focal | CD30 +

LargeBcell |, [ plagtic ck fresese=n
b CD10+BCL6+ | Cytotoxic gramules | K
I BCL2- MYCp+ - 1
. + -
DLBECL NOS GC subtype ITSDHTFBER PD1 LK ALCL
- T S
:I DLBCL NOS non-GC subtype + Cvtotoxic
cpi1o- high .
g FDC CD21 granules
+ 0 seT = g
DLBCL NOS GC subtype : N + -
* - €D10- : PTCL CD30°
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I:I BCL6+ (230%) :
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Other DLBCL: - . PTCL NOS Type T EATL
N DLBCL EBV-: ISH EBER .
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Main lymphomas categories in France (2010-2013)
(42145 Samples, 36920 mature lymphomas)

Nonacutaneous lymphomas (n=32568)

Unclassified
lymphoma
310; 0,95%

B-NHL
25,496; 78.29%
Unclassified low- \jnjassified High- N pon cpy, __PCN 1,171; C
gradfa B'D'IOHL grade B-NHL il 4.59 % Other PTCL Extranodal
657; 2.58% 192; 0.75% Unclassified T-  138; 6.73% NKTCL 123; 6% PTCL-NOS

SMZL 357; 1.4%
NMZL 613; 2.4%

LPL/WM 852; \\

334%
MCL 1,394; 5.47%.

CLL/SLL 1,816.’_/

7.12%

551; 26.89%

Other B-NHL NHL 84; 4.1%
172; 0.67% EATL
DLBCL 77: 3.76%
10,552; 41; 39%

ALK'ALCL _~
161; 7.86%

MALT lymphoma
1,901; 7.46%

FL 3B 208; 0.82%
BL ALK*ALCL AITL
FL1,2, 3A 408; 1.6% 176; 8.59% 739; 36.07%

5,000; 19.61%
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Presentation Notes
We first analyzed the distribution of lymphoma entities in France over 4 years.
Among all samples registered in the lymphopath network, 35753 (thirty five thousand and seven hundred fifty three)  lymphomas were confirmed by expert. 
Among  non cutanous lymphomas  we found a majority of B cell lymphoma followed by  HL and T cell lymphoma.
Whereas in cutanous lymphoma  T cell lymphoma represented two third of cases. 



Flowchart of the Lymphopath Study (2010-2013)

Patients registered in the Lymphopath
database
(n =42,145)

Patients with skin biopsies as the
diagnostic sample (of which 4,352
were cutaneous lymphomas;

n = 5946}

Patients with noncutanous lesions
submitted for diagnosis {of which
32,568 were lymphomas; n = 36,199)

Patient samples referred
- without diagnosis
(n=4,289)

Patient samples eligible for
comparison of referral and expert

diagnoses
(n=231,910)
Discordant diagnoses Concordant diagnoses Patients without a final
{n = 6,285) {n = 25,447) diagnosis (inadequate
material)
(n=178)

Patient samples referred
with a formal diagnosis
signed off by the
referral pathologist
{n = 968)

Patient samples referred
with a provisional
diagnosis and sent for
expert second opinion
(n=5,2317)




»
Lymphopath : overal diagnostic changes, 19.7%

(°) 4289 pts submitted without diagnosis are excluded
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Presentation Notes
We next evaluated the discordant diagnosis according to their clinical impact. 
In red we can see the major discordances  : … all of these histological change impact on the clinical management. 
And in pink, we can see minor discordances, which are exclusively constituted of  lymphoma subtype misclassification without impact on patient care.
 


»
Lymphopath : overal diagnostic changes, 19.7%

v’ Patients sent with provisional diagnosis
but seeking expert second opinion
n=19112, 37.8%

v’ Patients sent with formal diagnosis
n= 12798, 3.7% (°°)

(°) 4289 pts submitted without diagnosis are excluded
(°°) ~8% when internal cases are excluded
Quality control 319 randomly selected cases among expert sites: 99.05% concordance
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We next evaluated the discordant diagnosis according to their clinical impact. 
In red we can see the major discordances  : … all of these histological change impact on the clinical management. 
And in pink, we can see minor discordances, which are exclusively constituted of  lymphoma subtype misclassification without impact on patient care.
 


Changes in cases with submitted diagnosis

Major discordances  —

==
p—

Minor discordances +

Types of discordances :

Misclassification of lymphoma subtype

41.3%
Main lymphoma category misclassification
Unclassified to classified lymphoma 36.6%
Benign proliferation versus lymphoma 7.4%
Lymphoma versus another neoplasm 3%
lymphoma subtype misclassification without 11.7%

change on patient care


Presenter
Presentation Notes
We next evaluated the discordant diagnosis according to their clinical impact. 
In red we can see the major discordances  : … all of these histological change impact on the clinical management. 
And in pink, we can see minor discordances, which are exclusively constituted of  lymphoma subtype misclassification without impact on patient care.
 


Schematic representation of the rates of concordances and changes
between 31910 referral and expert diagnoses

changes
(n=732; 2.3% )

Cases needing a second
biopsy to achieve a
diagnosis (n=178; 0.6%)
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Conclusions

Review of 67,829 newly diagnosed lymphoma cases (2010 to 2015)
Confirmation of the initial diagnosis in “80% of the patients
Estimated clinical impact in ~¥17% of lymphoma patients

Response time : 8 days

Acces of every patient to specialized techniques when needed
Training of pathologists and clinician involved in the management of
the patients (diagnostic algorythms, meetings, website,....)

Unique lymphoma database in France:

— useful for research studies

— health monitoring: Exemple of the Bi-ALCL

Ongoing:

- evaluation of the referral labs/pathologists, « easy » situations
- medico-economic evaluation

- molecular assessment: introduction of new biomarkers, ex: RT3
- clinical annotations : « real life » patients (REALYSA project)
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1. lames et/ou blocs accompagné d’une lettre, d’une fiche de liaison et/ou d’un compte rendu. 



Lymphopath: advantages & limits

Pro

* Clinical impact (= clinical
trials, real life data,
biomarkers...)

* Absence of financial concern
between pathologists

e All pathology labs (480)

e Solve the pb of 2d opinion

e Epidemiological survey

* Probably cost-effective

e The patients..!

e Health monitoring: Bi-ALCL..!

Cons

Not all cases (~80%?)
No clinical annotations

Very unequal activity in the
expert sites, difficulty to
manage this increased
activity in a difficult context

« Feeling » from (some)
referral pathologists
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Chassagne-Clément, A.Valérie Decouvelaere, A. Fouchardiere, B. Fabre, M. Peoc’h, A.
Ledoux-Pilon, P. Dechelotte, F. Franck, L. Xerri, L. Mescam, JF. Michiels, I. Peyrotte, O. Vire, B.
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Picquenot, A. Francois, P. Courville, F. Galateau-Sallé, C. Le Naoures, MP. Chenard-Neu, JP.
Ghnassia, S.Valmary, L. Martin, JM. Vignaud, C. Bastien, M. Patey, S. Thiebault, F. Labrousse,

M. Delage, B. Petit

Nadia Amara, Virginie Fataccioli LYSA — RT3 study

F Jardin

] C Copie-Bergman
French Referral Pathologists

Local and Private Laboratories of Pathology Epidemiologists

Hematologists Mylene Dandoit
Marine Baron and LYSA Marc Maynadié
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