Clinical data TDM RITUXIMAB

Bensoussan Julien

August 2021

%
‘-’Ther‘aciac

INNOVATION FOR BIOTHERAPIES  amt




DISCLAIMER

This document has been prepared by THERADIAG (the "Company”), listed on NYSE Alternext in Paris, solely for information as part of a Company presentation to prospective
clients and investors. This document is confidential and must be treated as such by all persons who attend these presentations. By attending this presentation and/or accepting
to receive this document, you are agreeing to be bound by the foregoing restrictions. Any of failure to comply with such restrictions may constitute a violation of the applicable
securities laws.

This document may not be reproduced, distributed or published, directly or indirectly, in whole or in part, nor distributed to any persons other than those invited to attend this
presentation. You must observe and comply with all applicable regulations and legislation regarding this information, including national laws on insider trading and other market
manipulations, regulations and recommendations issued by the Autorité des Marchés Financiers (the AMF). This document may not be reproduced, published, circulated or
distributed in the USA, Canada, Australia, Italy, Japan or in any other country where its reproduction, publication, circulation or distribution is prohibited.

This document does not constitute an offering or invitation to sell or to subscribe for securities in any country whatsoever, nor is it a part of any such offering. This document is
solely an advertisement and does not constitute a prospectus within the meaning of Directive 2003/71/EC of the European Parliament and the Council of November 4th, 2003,
as amended, in particular by Directive 2010/73/EC of the European Parliament and of the Council of November 24, 2010, to the extent such Directive has been transposed in
the relevant member State of the European Economic Area (the “Prospectus Directive”). Any decision to buy or to subscribe for shares pursuant to any public offering in France
must be made exclusively on the basis of information contained in a Prospectus approved by the AMF. The information contained in this document has not been subject to
independent verification. No representation, warranty or undertaking, express or implied, is made as to the accuracy, completeness or appropriateness of the information and
opinions contained in this document, nor shall it serve as the basis for any claim. The Company, its advisors or representatives decline any responsibility or liability in this
respect. The information contained in this document may be updated, supplemented, revised, verified or amended, and such information may be subject to significant changes.
THERADIAG is not under any obligation to update the information contained herein and any opinion expressed in this document is subject to change without prior notice.
Neither THERADIAG, nor its advisors or representatives, or any of the financial institutions participating in the Offering, accept any responsibility or liability whatsoever for the
use of this document or its contents, or in connection with this document.

This document contains certain forward-looking statements. These statements are not guarantees of the Company's future performance. These forward-looking statements
relate to the Company's future prospects, developments and marketing strategy and are based on analyses of earnings forecasts and estimates of amounts not yet determinable.
Forward-looking statements are subject to a variety of risks and uncertainties as they relate to future events and are dependent on circumstances that may or may not
materialize in the future. THERADIAG draws your attention to the fact that as forward-looking statements cannot under any circumstance be construed as a guarantee of the
Company's future performance and that the Company’s actual financial position, results and cash flow, as well as the trends in the sector in which the Company operate may
differ materially from those proposed or reflected in the forward-looking statements contained in this document. Furthermore, even if THERADIAG’s financial position, results,
cash-flows and developments in the sector in which the Company operates were to conform to the forward-looking statements contained in this document, such results or
developments cannot be construed as a reliable indication of the Company's future results or developments. The Company does not undertake any obligation to update or to
confirm projections or estimates made by analysts or to make public any correction to any prospective information in order to reflect an event or circumstance that may occur
after the date of this presentation. Certain figures and numbers appearing in this document have been rounded. Consequently, the total amounts and percentages appearing in
the tables are therefore not necessarily equal to the sum of the individually rounded figures, amounts or percentages.

This document is a free translation into English of the Original slideshow written in French. It is not a binding document. In the event of a conflict in interpretation, reference
should be made to the French version which is the authentic text.

THIS DOCUMENT IS STRICTLY PERSONAL AND CONFIDENTIAL. IT MAY NOT BE REPRODUCED, PUBLISHED, CIRCULATED OR DISTRIBUTED IN THE USA, CANADA, AUSTRALIA, ITALY,
JAPAN OR IN ANY OTHER COUNTRY WHERE ITS REPRODUCTION, PUBLICATION, CIRCULATION OR DISTRIBUTION IS PROHIBITED.
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RITUXIMAB (RTX):

>

Chimeric monoclonal antibody that targets the
CD20 surface molecule (present on most B
lymphocytes): induction of apoptosis, lysis by
complement and antibody-dependent cell
cytotoxicity (ADCC)

Brand name: MabThera®
Marketed by
Marketing authorization: FDA 1997 & EMA 1998

RA: 931 patients (data monitor 2017- France)
Oncology: 43,000 patients (data monitor 2017- France)

Patent expired in 2013
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RITUXIMAB - Biosimilars

Rituxan® ' 4 Biogen
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RITUXIMAB - Indications MabThera

Ritwximalb

* Non-Hodgkin's lymphoma (NHL),
* Chronic lymphocytic leukemia (CLL),
- Rheumatoid arthritis (RA),

« Granulomatosis with polyangiitis (GPA) and
microscopic polyangiitis (MP),

« Pemphigus vulgaris
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RITUXIMAB - Dosages

MabThera

Ritwximalb

NHL
CLL

RA
GPA & PAM

Pemphigus vulgaris

375 mg/m? body surface area/cure (1 injection/week)

Day 0 of the 1st cycle: 375 mg/m? body surface area
Day 1 of each subsequent cycle: 500 mg/m? body surface area
(6 cycles in total)

2 IV infusions of 1000 mg at 2-week intervals

Induction: 375 mg/m2 body surface area once weekly for 4

weeks
Maintenance: 2 IV infusions of 500 mg every 2 weeks followed

by 1 IV infusion of 500 mg every 6 months

2 IV infusions of 1000 mg at 2-week intervals

EMA - 2021
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RITUXIMAB: Simponi® - Administration protocol - RA MabThera

Rituximahb

WO w2 W26 Wa2s...

IV injection IV injection IV injection IV injection
1000 mg 1000 mg 1000 mg 1000 mg

% — .
'gel'her‘adlag 8 Confldenpal - Internal use only - Do not distribute



Clinical trials - Rheumatoid Arthritis




Correlation between serum rituximab level and clinical response in rheumatoid arthritis
patients treated with B cell depletion therapy

» Aims: To investigate the relationship between serum RTX level just before a new
re-treatment course and clinical response after 6 months.

> Methods: 25 consecutive RA patients treated with RTX for more than 12 months
were included in this prospective study. Serum samples were collected for assay
of drug level and anti-drug antibodies (ADADb) using sandwich ELISA.

> Results: Patients with detectable RTX level showed larger reduction of DAS28 and
SDAI score at follow-up (P=0.0104, respectively P=0.0332), versus patients with
undetectable RTX level.

® Detectable RTX serum level just before re-treatment is correlated with further
clinical response in RA patients.

® The results of the study are promising for the optimization of treatment responses
and easily applicable in clinical practice.

M. Diana et al - 2014 - BMJ Journals
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Clinical trials - Diffuse large B-cell lymphoma




Population pharmacokinetics of rituximab in patients with diffuse large B-cell lymphoma
and association with clinical outcome

» Aims: To characterize rituximab PK in 29 newly diaghosed patients with diffuse
large B-cell lymphoma (DLBCL) treated with rituximab and to evaluate the
association of rituximab PK with clinical outcome.

> Methods: Rituximab serum levels were determined by ELISA and evaluated by a
population PK analysis applying nonlinear mixed effects modelling.

> Results: 30
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® This finding indicates that time-changes in clearance could serve as a predictive marker of
response to rituximab.

® The report demonstrates the rationale for studies evaluating higher doses of rituximab in selected
patients.

Rozman S. et al - 2017 - Br J Clin Pharmacol
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Rituximab exposure is influenced by baseline metabolic tumor volume and
predicts outcome of DLBCL patients: a LYSA study

» Aims: To quantify the influence of baseline total metabolic tumor volume

(TMTV,) on rituximab PK and of TMTV, and rituximab exposure on outcome in
patients with DLBCL.

> Methods: TMTV, was measured by '8F-fluorodeoxyglucose-positron emission
tomography-computed tomography in 108 previously untreated DLBCL patients
who received four 375 mg/m? rituximab infusions every 2 weeks in combination
with chemotherapy in 2 prospective trials.
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® Rituximab exposure is influenced by TMTVO and correlates with response and outcome of DLBCL
patients. Dose individualization according to TMTVO should be evaluated in prospective studies

Tout M. et Al - 2017 - Blood
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Sustained Progression-Free Survival Benefit of Rituximab Maintenance in
Patients With Follicular Lymphoma: Long-Term Results of the PRIMA Study

» Aims: The PRIMA study established that 2 years of rituximab maintenance after
first-line immunochemotherapy significantly improved progression-free survival
(PFS) in patients with follicular lymphoma compared with observation.

> Methods: Patients (>18 years old) with previously untreated high-tumor-burden
follicular lymphoma were nonrandomly assigned to receive one of three
immunochemotherapy induction regimens. Responding patients were randomly
assigned 1:1 to receive 2 years of rituximab maintenance (375 mg/m?, once every
8 weeks), starting 8 weeks after the last induction treatment, or observation.

> Results:
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® Rituximab maintenance after induction immunochemotherapy provides a significant long-term
PFS, but not OS (Overall Survival), benefit over observation

Bachy E. et Al - 2019 - J Clin Oncol
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Clinical trials - Non-Hodgkin's lymphoma




Is rituximab sub-optimally dosed in indolent B-cell lymphoma?

> Aims: To analyze the effects of gender, age, weight and body surface area on
rituximab pharmacokinetics and the outcomes on patients with indolent B-cell

lymphoma (iNHL).

> Methods:

Patients were divided

into 3 treatment cohorts:

rituximab only,

rituximab + chemotherapy (R-CTX) and R-CTX followed by rituximab maintenance;
furthermore, each cohort was subdivided as follicular (FL) or non-FL, based on

histology (A)

> Results:

Event free survival
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All patients (N = 303)
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Outcome of patients in all
treatment cohorts combined
according to weight (A) and
age/gender (B). Patients who
weighed >81.8 kg had inferior
event-free survival (EFS).
Elderly females had a trend
towards better EFS compared
with elderly males. Young
males and females had similar
outcome.

® In conclusion, under current practices, a subset of patients with iNHL, i.e., follicular treated
with RTX + chemotherapy, may be sub-optimally dosed with rituximab.

Sawalha Y. et al - 2016 - Br J Haematol
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Clinical trials - Chronic Lymphocytic
Leukemia




Rapid clearance of rituximab may contribute to the continued high incidence of autoimmune
hematologic complications of chemoimmunotherapy for chronic lymphocytic leukemia

> Hypothesis: Despite the incorporation of rituximab into fludarabine-based chemotherapy
regimens, the incidence of autoimmune cytopenia has remained high. Inadequate rituximab
exposure due to rapid antibody clearance may be a contributing factor.

» Methods: Measure of the serum rituximab levels in patients treated with fludarabine and
rituximab (375 mg/m2).

> Results:
« RTX through concentrations are not detectable at the end of the first cycle and raised
during the other line treatments
« RTX half-life varies according to tumor size
» Dose optimization is feasible in patients developing effective autoimmune hemolysis

® Rituximab is cleared so rapidly during the initial cycles of therapy for chronic lymphocytic
leukemia that most patients have only transient serum levels. More frequent dosing of rituximab
may be required to prevent autoimmune complications in at-risk patients

® RTX measurement enables to adapt dose optimization accordingly and avoid side effects

Clifton C. Mo et al - 2013 - Haematologica
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Modified rheumatoid arthritis protocol for rituximab in pemphigus:
a retrospective case series

» Aims: To investigate whether a modified RA protocol, in which the patient
received a single treatment course ranging from 2 to 5 infusions of 1,000mg of
rituximab during an interval of four weeks, is safe and effective in pemphigus
management.

> Methods: Patients with pemphigus were treated with a single treatment course
ranging from 2 to 5 infusions of 1,000mg of rituximab during an interval of four
weeks. Clinical consensus late endpoints and desmoglein 1 and desmoglein 3
indices were monitored.

> Results: All 32 patients responded to therapy. Nineteen patients achieved
complete remission during a median period of 46 weeks. Thirteen patients
achieved partial remission during a median period of 46 weeks. The
antidesmoglein index correlated well with clinical improvement in PV or PF.

® Modified rheumatic arthritis protocol for rituximab was shown to be effective and
safe in treating patients with pemphigus.

Sakhiya J. et Al - 2020 - J Clin Aesthet Dermatol
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Clinical trials - Cytoplasmic anti-neutrophil
antibody-associated vasculitis




Rituximab bioavailability in primary membranous nephropathy. Tracker ¥

» Aims: To analyze rituximab bioavailability in a cohort of primary membranous
nephropathy (MN) patients.

> Methods: A total of 43 patients with primary MN treated with two infusions of
1g rituximab at a 2-week interval were enrolled and followed for a median time

of 39 months g
« @ RTX> 1 pg/ml

4007 p-0.046
> ReSUItS: " = RTX< T pglmi Count of CD19 at Months 3, 6 and 12 in two
3004 groups of MN patients according to their
o residual rituximab level at Month 3. In patients
3 2004 with low residual rituximab level (<1 pg/mL), B
1004 cells re-emerged more quickly (slope = 5.23
; versus 22.45, P = 0.0465).

10 15
Time (months)

® Higher residual serum RTX concentrations at Month 3 significantly correlated with higher B-cell
depletion. Undetectable serum rituximab at Month 3 might be a useful biomarker for patients
with active disease, which can predict resistance to rituximab and correlate with clinical
outcomes.

Boyer-Suavet S. et Al - 2019 - Nephrol Dial Transplant
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High-Dose Rituximab and Early Remission in PLA2R1-Related Membranous
Nephropathy.

A
Tracker I

» Aims: To compare two protocols of rituximab in two prospective cohorts of anti-PLA2R1
positive patients.

> Methods: 28 participants from the NICE cohort received two infusions of 1-g rituximab at two-
week intervals, whereas 27 participants from the GEMRITUX cohort received two infusions of
375 mg/m2 at one-week interval. We measured serum rituximab levels and compared

remission at month six and before any treatment modification and analyzed factors associated
with remission and relapses.

> Results: A A p=0.02
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I GEMRITUX Cohort

® Higher dose of RTX protocol is more effective on depletion of B-cells and lack of epitope spreading is
associated with remission of membranous nephropathy

® Higher residual serum RTX levels at month 3 are associated with a higher rate of clinical remission

Seitz-Polski B. et Al - 2019 - Clin J Am Soc Nephrol
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Neutralizing Anti-Rituximab Antibodies and Relapse in Membranous \
Nephropathy Treated With Rituximab Tracker 3

» Aims: To analyze the relevance of anti-rituximab antibodies on the outcome of MN after a
first course of rituximab.

> Methods: Forty-four MN patients were included and treated with two 1g infusions of rituximab
at 2-weeks interval. Anti-rituximab antibodies, CD19 count, and clinical response were

analyzed.
> Results: D _
2 “m.-_'__l_._ —— ANt-RTX Ab-
o ] 1 ,
T ] ! = Ant-RTX Ab+ The rate of relapse was significantly
£ ] E_ higher for patients with anti-rituximab
E ] 1 antibodies (p < 0.001)
5 b 1, p<0.001
5 ] !
T ]
@ ]
P-meTmﬂ
0 10 20 30
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® Neutralizing anti-rituximab antibodies are not rare and their presence at month-6 is associated
with subsequent relapses

® Anti-rituximab antibodies might be a useful biomarker adding to residual rituximab monitoring

® Humanized anti-CD20 seems to be a satisfying therapeutic alternative for patients with anti-
rituximab antibodies and resistant or relapsing MN

Boyer-Suavet S. et Al - 2020 - Front. Immunol.
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Ongoing clinical trials




Rituximab maintenance treatment of newly diaghosed follicular lymphoma
after Bendamustine or RCHOP or R2: a multicenter clinical study

» Aims: To evaluate the efficacy of rituximab maintenance treatment of newly
diagnosed follicular lymphoma after induction therapy of BR, RCHOP or R2.

> Methods:

1.

2.

3.

BR+R - rituximab combined with bendamustine (BR) maintenance
treatment

RCHOP+R - rituximab combined with cyclophosphamide, vincristine,
doxorubicin, prednisone maintenance treatment

R2+R2 - Lenalidomide combined with rituximab maintenance treatment

» Outcomes:

UURNWN =

Minimal residual disease (MRD) negative of bone marrow at 24 weeks
Overall response rate

Overall survival

Progression of disease within 24 months

Event-free survival

Ruijin Hospital - Zhao Weili
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Pharmacokinetic study of rituximab induction regimen in ANCA-associated
vasculitis (MONITUX)

» Aims: To evaluate whether monitoring serum rituximab levels could be an
interesting tool in the follow-up of ANCA-associated vasculitis patients.

> Methods: Classical induction regimen with rituximab, implying an infusion of
375mg/m? per week, for 4 consecutive weeks with blood specimen. Serum
rituximab levels (along with serum anti-rituximab antibodies levels) will be
determined (at M+1 and M+3) and the correlation with clinical outcome at M+6
will be analyzed.

» Outcomes:
1. Serum rituximab levels (1, 3 & 6 months after stop of rituximab
induction regimen)
2. Serum anti-rituximab antibodies (1, 3 & 6 months after stop of
rituximab induction regimen)
3. Serum B lymphocytes (CD19* cells) levels (1, 3 & 6 months after stop of
rituximab induction regimen)

CHU Saint-Etienne - Theradiag
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Take home messages




Summary MabThera

Ritwximalb

v" Rituximab or MabThera® = Chimeric monoclonal antibody that targets the CD20 surface
molecule

v' Indications = Non-Hodgkin's lymphoma (NHL), chronic lymphocytic leukemia (CLL),
rheumatoid arthritis (RA), granulomatosis with polyangiitis (GPA) and microscopic polyangiitis
(MP), pemphigus vulgaris

v Dosages m

375 mg/m? body surface area/cure (1 injection/week)

CLL Day 0 of the 1st cycle: 375 mg/m? body surface area
Day 1 of each subsequent cycle: 500 mg/m?2 body surface area (6
cycles in total)

RA 2 IV infusions of 1000 mg at 2-week intervals

GPA & MP Induction: 375 mg/m2 body surface area once weekly for 4 weeks
Maintenance: 2 IV infusions of 500 mg every 2 weeks followed by
1 1V infusion of 500 mg every 6 months

Pemphigus vulgaris 2 IV infusions of 1000 mg at 2-week intervals

® A detectable serum RTX level correlates with a more advanced clinical response in RA patients.

Rituximab exposure correlates with response and outcome in patients with DLBCL.

® Higher residual serum RTX levels at month 3 are associated with a higher rate of clinical
remission.
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