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FLIPI Predicts Overall Survival

Overall Survival Following R-CHOP
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Risk-Adapted Approach in Follicular
Lymphoma is Essential

 Survival outcomes are improving in follicular
lymphoma.

 Patients can have dramatically different outcomes
with the SAME (or no) therapy.

 Treatment landscape Is rapidly changing in FL

— Many new agents are associated with rare, but serious
adverse events.

— >1500 oncology drugs currently in clinical development



Short (ish) History of Selected Therapy Development of
Follicular Lymphoma
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Pipeline Development of
Oncology Drugs by Pharma
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Source: Informa. R&D Review 2019
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Monthly launch price of a new anticancer drug,
compared with median monthly household income in the USA

o o
—
c
o]
£
| .
]
Q.
&
2]
=

1975- 1980~ 1985- 1990~ 1995- 2000~ 2005- 2010-
1979 1984 1989 1994 1999 2004 2009 2014

Nature Reviews | Clinical Oncology



EFS12

Event Free Survival at 12 mo following Diagnosis

Fig 1a. OS from EFS12 for patients achieving EFS12 Fig. 1b. OS from event for pts who faill to achieve EFS12
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OS of Patients With FL Who Relapsed
Within 2 Years of R-CHOP (“Early POD")

« 122 patients were classified as early progressors (n=110 POD and n=12
non-POD death within 2 years)
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Early progression after BR is associated with
high risk of transformation in advanced stage
follicular lymphoma

296 BR '
treated
FL pts N=198
Ref group POD24 76%
NO POD24
2-year EFS
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Transformation drives poor prognosis in POD24 Groop

OS: Interaction of early disease progression and histologic transformation
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PFS>2y no HT 287 236
PFS>2yHT 6 5

PFS<2y no HT 55
PFS<2yHT 8

Cheah C, [Fowler N] et al. Ann Oncol. 2016
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Genes Expression
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Deep
sequencing
of 74
mutations
in 151
patients
from
biopsies of
pts. Who
got CHOP

as frontline.

Clinicogenetic Risk Model
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Complex mutational landscape



In FL
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Evolution of Mutational Burden in FL
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Intrafollicular cellular composition predicts patient outcome in
follicular lymphoma. BioFLIPI Score

Automated detection and

recognition of follicles
CD4 expression inside the follicle (BioFLIPI score)
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Unigue Tumor Microenivoronments Predict
Response to Immunotherapy

Unsupervised Clustering of TME Reconstructed from
>10,000 RNA-seq of RNA-seq across Carcinomas
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The LME subtype influences the prognosis of DH

DLBCL

4,656 DLBCL GE Profiles
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Developing Gene Based Scores in FL

Training cohort:
’m PRIMA trial
High tumor burden FL
53 Patients in common
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¥

Heut S, et al. Lancet Oncol 2018

« Real-worid »
patients Validation cohort 3:

Validation cohort 1:
> 178 patients
PRIMA Trial

Validation cohort 2:
201 patients
UIYMC Lymphoma SPORE
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Hospital Chinic University of Barcelona

FFPE specimens

v
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Y
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| 23 genes of interest + 4 housekeeping genes

Foiled QC

N=28

Y

Meodel validation




EP Base
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Tracking Dynamic Changes in Follicular Lymphoma

2014 Biopsy

2021 Biopsy

CD4+Tcells CD8+Tcells Endothelialcells Fibroblasts Monocyticcells NKcells Neutrophils B cells (malignant and normal
Med 20.60% Med 6.34% 1.50% 1.90% 1.37% <1% <1% 67.89%
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CD4+Tcells CD8+Tcells Endothelialcells Fibroblasts Monocyticcells NKcells Neutrophils B cells (malignant and normal
Med 10.40% Low 2.95% <1% <1% <1% <1% <1% 84.85%

Summary: Genomic Dynamics
FFPE sample (2014) vs. FF sample (2021)
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CREBBP Y1503F Two new CNA alterations
BCL2 Y18F » CDKN2A loss (-2 copies)

P A00P

+ CDKNZ2B loss (-2 copies)
KMT2D E1607* iz Cteln
KMT2D E1607* KMT2D E1067* nonsense, loss of function mutation

. (VAF 1% — VAF 53%).

Genomic evolution of malignant cells

Unpublished work

Two mutations of BCL2 were detected.

« BCL2 G36D mutation was outside of the limit of detection
(VAF 1%) in the first biopsy and was detected in the new FF
sample (VAF 35%).

< BCL2 Y18F mutation in both, VAF increased from 18% to
33%.

2014 Biopsy 2021 Biopsy



Adaptive Immune Profiling
53 year old male with FL

Cytokines/Chemokines/Growth Factors
Receptor & Ligand Analysis
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Utilizing Precision Medicine Approaches in Lymphona

1 Distance 8.56 cm

Malignant cells Main clone « 63%
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microenvironment
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Conclusions

« Changes In treatment options have improved survival in most
patients with follicular lymphoma.

« Today, Clinical models are used (FLIPI, GELF, remission
duration, number of prior lines) to determine risk and help
select approprate treatment.

« Emerging biologic models combining genomic, molecular, and
microenvironment signals have the potential to identify
patients who will most likely response to more targeted
treatment strategies.



