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ASCO JUNE 2023 + UPDATE

With just a few days to go before the publication of 15-month median overall survival data, we write this note to recap
the key points to bear in mind. At the end of May 2023, the company reported that five out of six patients were still
alive at 14 months' follow-up. This compares with known data for the same patient profile, which shows median
overall survival of 9.7 months with standard care treatments. TME Pharma's results therefore look very promising, and
potentially pave the way for a new therapeutic solution in this sub-indication, provided that they are confirmed in a
randomised, controlled pivotal trial involving a larger number of patients. Depending on the new data to come and
discussions underway with the FDA, a Ph Il PoC trial could be launched in the short term.

Jamila El Bougrini

+33144 88 88 09 At the end of May, ahead of the American Society of Clinical Oncology (ASCO) meeting

from 2-6 June, TME Pharma published updated data from its Ph I/Il extension study

Thibaut Voglimacci- evaluating the NOX-A12/radiotherapy/bevacizumab combination in newly diagnosed
Stephanopoli patients with MGMT-unmethylated glioblastoma and incomplete resection. At 14 months
+331448877 95 follow-up, the results showed that five of the six patients in the cohort are still alive,

which means that the median survival rate (mOS) has still not been reached. The mOS
will be reached when half the cohort, i.e. three patients in this trial, have died, thereby
providing a relative measure of the potential of the NOX-A12/radiotherapy/bevacizumab

Document completed on combination in terms of overall survival in this patient profile. The mOS was not reached
14/06/2023 16:40 at 14 months, which is a very good sign as it means that the patients are still responding

to treatment, that the disease is probably stabilised, with tumours that are significantly
Document published on r in size an le, and that mOS is higher than the median overall survival
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known in the literature for patients of identical profile with non-methylated MGMT
tumours and incomplete resection but treated with the standard of care. Indeed, the
literature reports mOS of just 7.1 months for the subgroup of patients who meet the
genetic profile of the TME Pharma target population and have only been treated with
post-surgical RT (Kreth 2013, Annals of oncology). To date, the treatment assessed
therefore shows a minimum gain of around 4.3 months, which is considerable for these
patient profiles (unmethylated MGMT) who, after diagnosis and relapse, have few
options available to them, and whose chances of survival at one year remain very low.

It is also worth mentioning that bevacizumab is not currently administered to patients as
first-line treatment for glioblastoma, as it has not yet demonstrated any therapeutic
benefit. Although there is little work distinguishing between methylated and
unmethylated MGMT profiles, a paper published in 2018 (Wirsching 2018, Annals of
Oncology) in elderly but newly diagnosed glioblastoma patients found no overall survival
benefit with beva in addition to radiotherapy. While PFS (progression-free survival) was
prolonged with the addition of beva as an add-on to RT (7.6 months vs. 4.8 months), OS
was identical regardless of the methylation profile of the MGMT promoter, and
irrespective of whether or not beva was added to the treatment (12.1 months vs. 12.2
months). Beva alone or in combination has never demonstrated any clinical benefit
in terms of overall survival in newly diagnosed patients. On the other hand, its use is
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recommended in relapsed patients for whom this treatment has shown therapeutic
benefit. This data is interesting to compare with that from TME Pharma, as achieving a
minimum mOS of 14 months with beva as an add-on to NOX-A12/RT versus 12.1 months
for beva/RT already shows a potential clinical benefit in terms of overall survival.
Although the TME Pharma cohort is too small to apply reliable statistics or comparisons,
it appears that an improvement of at least two months in mOS can be obtained by
adding NOX-A12 to RT/beva treatment, i.e. an improvement of around 16.5% at this
stage.

Finally, from an anatomical point of view, 100% of patients showed a partial
radiographic response in the ongoing TME Pharma study (i.e. a reduction in tumour size
of more than 50%), with consistent biological results showing an increase in anti-
tumour immune cells at the tumour site at the same time as a reduction in the number of
pro-cancer immune cells and the rate of vascularisation.

These 14-month figures are extremely encouraging, as they suggests an improvement
of at least 44% in median overall survival versus standard treatment at this stage of
follow-up, representing a gain of at least four additional months in median survival for
these target patients. This arm of the GLORIA Phase I/l trial has shown exceptional
clinical results in GBM patients with survival data to date confirming that 83% of
patients are still alive at 14 months of treatment compared to standard therapies which
offer an average PFS of six months and OS of 9.7 months in the precise indication
targeted. In addition, note that 100% of targeted lesions treated with the NOX-A12
combination shrank by more than 509%, and that 83% of patients achieved partial
responses lasting more than six months, with two of the six patients in the cohort
seeing the size of their tumour shrink by more than 99% (complete regression, which is
difficult to qualify as such in GBM, given that the disease is so aggressive with a poor
prognosis and considered to be an incurable cancer - two-year survival rate of 18% and
4% at five years). As such, the results of the combo currently being evaluated by TME
Pharma are very promising, given the impact observed at this stage on mOS, although
PFS data also remains a key parameter to be assessed. To date, the company has not
provided data on PFS (for the NOX-A12RT/beva tri-combination), bearing in mind that a
matched historical cohort treated with standard therapy showed:

average PFS of six months (vs 5.7 months in the GLORIA NOX-A12/RT cohort),

mOS of 9.7 months (compared with over 14 months at this stage for the NOX-

A12/RT/beva tri-combination, also to be compared with the 12.7 months obtained

with the NOX-A12/RT bi-combination),

a reduction in tumour size for only 25% of patients with the standard of care (vs.

100% for TME Pharma), while 10% of patients showed a reduction of 50% or more

in tumour size when treated with the standard treatment (vs. 100% for TME Pharma).

Alongside the extremely promising clinical data obtained to date, biological research
has identified a potential biomarker that could predict the clinical response of brain
cancer patients to NOX-A12 treatment. The presence of this specific biomarker is a
considerable asset in the patient treatment journey, as it should enable prescribers to
screen patients more effectively and select only those with a responder profile who will
therefore benefit most from the therapy. In theory, this should prevent patients who are
unlikely to respond favourably to treatment from losing their chances of success and,
ultimately, survival. Furthermore, the presence of this predictive biomarker provides
another advantage for TME Pharma, as its existence should encourage a positive
assessment by evaluators and payers, who should welcome the possibility of having an
effective therapy available that also benefits from a sensitive companion test. This
should increase the chances of regulatory approval and commercial success for NOX-
A12 (better targeting of the market and therefore a reduction in the medico-economic

June 16, 2023
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costs associated with management of GBM patients), while reducing the cost and
duration of the associated clinical trials thanks to better stratification and selection of
target patients.

A poster presenting data about this biomarker was presented at ASCO on 3 June 2023.
The abstract highlights biomarker analyses of 10 glioblastoma patients treated with
NOX-A12/RT. Patients with higher biomarker scores at baseline had a significantly longer
PFS than those with lower scores (6.0 months vs. 3.0 months; p=0.031) and a trend
towards prolonged OS (15.8 months vs. 111 months; p=0.075). However, these
correlations were not observed in the reference cohort of patients treated with the
standard of care (PFS: 4.6 months vs 6.0 months; p = 0.502; 0OS: 9.6 months vs 10.0
months; p = 0.243).

The biomarker identified by TME Pharma is calculated by analysing the frequency of
expression of the NOX-A12 target, CXCL12, on two types of cells in the tumour
microenvironment (TME): (i) endothelial cells (blood vessels) and (ii) glioma cancer cells.
The combination of CXCL12 expression on these two key cell types in the TME gives the
EG12 score, corresponding to the fraction of endothelial cells and glioma cells
expressing CXCL12. This EG12 score was significantly correlated with PFS (r = 0.87; p =
0.005) in patients treated with the NOX-A12/RT combo, whereas this correlation was
not observed in a reference cohort of 15 glioblastoma patients treated with standard
therapy (r= -0.10; p = 0.724).

At this stage, the RT/NOX-A12/beva treatment combination has surpassed the results
obtained by TME Pharma with the simple RT/NOX-A12 combination but without beva, for
which mOS of 12.7 months was observed in the initial Ph I/l study, which was carried out
on nine patients (with a response rate of almost 90%). This mOS of 12.7 months already
represents three additional months of survival compared with standard treatment, i.e.
an improvement of 31%, and the data obtained at this stage with the tri-combination
shows a clearly superior clinical potential:

reduction in the size of the target tumour (maximum reductions observed without

beva ranging from -2% to -71% depending on the dose of NOX-A12 [200, 400 and

600 mg/week] versus a mean reduction of -74.9% [from -53.8% to -99.9%] with

beva),

radiographic partial response rate defined as a reduction in tumour size of more than

509% (40% without beva vs 100% with beva),

improved overall survival (12.7 months without beva and at least 14 months with

beva), although PFS data have not yet been released for the tri—-combination (vs. 5.7

months for the NOX-A12/RT combo).

After this updated 14-month follow-up data, presented at the ASCO congress in early
June 2023, the next event on the agenda is the publication of mOS data at 15 months
follow-up, expected before the end of June. PFS data is also a key parameter that would
be useful to assess in order to evaluate the benefit of tri-combination on overall survival,
as well as on progression-free survival, which offers a real benefit in terms of quality of
life.

End-June 2023: 15-month survival in the RT/NOX-A12/beva arm in GBM - Ph I/l
GLORIA.

2023: discussions with the FDA and the EMA to validate the design of a randomised
and controlled Ph Il trial vs SoC - combo RT/NOX-A12 with our without beva. Launch
planned for end-2023 depending on financing availabilities.

June 16, 2023
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Glioblastomas can appear at any age and their development is often very fast over
two/three months. In adults, GBM is the most frequent type of brain cancer with an
incidence rate of around 1/33,330 per year, and prevalence estimated at 1/100,000.
According to the literature, the prevalence of unmethylated MGMT in GBM is around 30
to 40% in the US and Europe. Prevalence varies considerably depending on the
population studied and the methods used to detect MGMT methylation, but it is
accepted that younger patients are more likely to have a non-methylated form.
Treatment is firstly surgical with the widest possible resection bearing in mind that it is
generally impossible to remove the entire tumours which infiltrates the normal brain
parenchyma. After surgery when possible, the first line treatment consists of targeted
radiotherapy in association with chemotherapy. The benefit of these two treatments in
terms of survival is nevertheless very modest, albeit proven however. In the event of a
relapse, second-line chemotherapy, or even a second round of surgery may be
proposed. As a result, a new solution with improved therapeutic benefits is eagerly
awaited if brain cancers are to be treated more effectively.
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FINANCIAL DATA

Published EPS (€) -2,54 -2,70 -0,08 -0,32 -0,26 -21,88 -7,29 -9,09 -11,03
Adjusted EPS (€) -2,54 -2,70 -0,08 -0,32 -0,26 -21,88 -7,29 -9,09 -11,03
Diff. I.S. vs Consensus n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s.
Dividend 0,00 0,00 0,00 0,00 0,00 0,00 0,00 1,00 2,00
P/E n.s. n.s. n.s. n.s. n.s. ns. ns. ns. ns.
EV/Sales 144,40x 20,65x 27,02x -16,16x 4,11 39,84x 155,29x 312,97x 501,73x
EV/Adjusted EBITDA ns. ns. ns. ns. ns. n.s. ns. n.s. n.s.
EV/Adjusted EBITA ns. ns. ns. ns. ns. ns. ns. ns. ns.
Op. FCF bef. WCR yield ns. ns. ns. ns. ns. ns. ns. ns. ns.
Op. FCF yield ns. ns. ns. ns. ns. ns. ns. ns. ns.
Div. yield (%) n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s. 72,5%
NB : valuation based on annual average price for past exercise

Share price in € 15,6 1,38 1,38 1,38 1,38 1,38 1,38 1,38 1,38
Market cap. 36 7 7 7 7 7 7 7 7
Net Debt 17,9 05 02 -9,7 -6,7 -1,5 15,5 36,7 62,4
Minorities 0,0 0,0 0,0 0,0 0,0 0,0 0,0 7,0 2,0
Provisions/ near-debt 0,0 0,0 0,0 0,0 0,0 0,0 00 0,0 0,0
+/- Adjustments 0,0 0,0 0,0 0,0 0,0 0,0 0,0 7,0 2,0
Entreprise Value (EV) 38 8 8 -2 1 6 23 46 74
Sales 0 0 0 0 0 0 0 0 0
chg. ns. n.s. ns. ns. ns. ns. n.s. ns. ns.
Adjusted EBITDA -5 -4 -4 -6 -14 -28 -12 -16 -21
adjusted EBITA -5 -4 -4 -6 -14 -28 -12 -16 -21
chg. n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s.
EBIT -5 -4 -4 -6 -14 -28 -12 -16 -21
Financial result -1 -6 3 -5 -5 -5 -5 -5 -5
Corp. tax 0 0 0 0 0 0 0 0 0
Minorities+affiliates 0 0 0 0 0 0 0 1 2
Net attributable profit -5 -1 -1 -10 -19 -33 -17 -20 -24
Adjusted net att. profit -5 -1 -1 -10 -19 -33 -7 -20 -24
chg. n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s.
EBITDA -5 -4 -4 -6 -14 -28 -12 -16 -21
Theoretical Tax / EBITA 0 0 0 0 0 0 0 0 0
Capex 0 0 0 0 0 0 0 0 0
Operating FCF bef. WCR -5 -4 -4 -6 -14 -28 -12 -16 -21
Change in WCR 0 0 0 0 0 0 0 0 0
Operating FCF -5 -4 -3 -6 -14 -28 -12 -16 -21
Acquisitions/disposals 0 0 0 0 0 0 0 0 0
Capital increase/decrease 3 8 1 14 16 28 0 0 0
Dividends paid 0 0 0 0 0 0 0] 0] 0
Other adjustments -1 -6 3 -5 -5 -5 -5 -5 -5
Published Cash-Flow -3 -3 1 3 -3 -5 -17 -21 -26
Assets 0 0 0 0 0 0 0 0 0
Intangible assets/GW 0 0 0 0 0 0 0 0 0
WCR -2 -2 -2 -2 -2 -2 -2 -2 -2
Group equity capital -4 -3 -2 8 -6 -1 -28 -50 -75
Minority shareholders 0 0 ] 0 0 0 0 1 2
Provisions 0 0 0 0 0 0 0 0 0
Net financial debt 2 o] o] -10 -7 -1 15 37 62
EBITDA margin 4 ns. v ns. r ns. 4 ns. v ns. r ns. v ns. v ns. v ns.
EBITA margin r n.s r ns. r ns. r ns. r ns. r ns. r ns. r ns. r ns.
Adjusted Net Profit/Sales r n.s v n.s. v n.s. r n.s. r n.s. v n.s. r n.s. ¥ n.s. 4 n.s.
ROCE v n.s 4 n.s. 4 n.s. 4 n.s. v n.s. 4 n.s. v n.s. v n.s. 4 n.s.
ROE adjusted r n.s 4 n.s. r n.s. r n.s. ¥ n.s. r n.s. r n.s. ¥ n.s. 4 n.s.
Gearing 4 n.s v ns. v ns. v ns. v ns. v ns. v ns. v ns. v ns.
ND/EBITDA (in x) r n.s. r n.s. " ns " ns " ns. " ns " ns " ns. " ns

Source : company, Invest Securities Estimates
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INVESTMENT CASE

TME PHARMA (ex-NOXXON) is a biotech company with an oncology-focused portfolio. The two products it has
developed to date—NOX-A12 (glioblastoma, as well as metastatic pancreatic and colorectal cancer) and NOX-E36 (solid
cancers)—are designed to break the tumor protection barrier and block tumor repair by neutralizing chemokines in the
tumor microenvironment (TME). Its clinical approach is unique and can be used in combination with other therapeutic
approaches, notably radiotherapy and immunotherapy, to weaken tumor defenses against the immune system and
enable greater therapeutic impact.

SWOT ANALYSIS

STRENGTHS WEAKNESSES
1 An innovative approach within the 10 space
L1 Partnership with Merck for brain cancer
U Drugs that target indications with little
competition

L Relatively early-stage pipeline
[J Need for additional financing within a year

OPPORTUNITIES THREATS
1 Combination drug trials
L1 Possibility of new partnerships
[ Significant M&A activity in the field

U Regulatory and clinical risks
U Legal risks
L Commercial risks

ADDITIONAL INFORMATION

Shareholders

Float
87,5%

Kreos Capital
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DISCLAIMER

Invest Securities is authorized and supervised by the Prudential Control and Resolution Authority (ACPR) and regulated by
the Financial Markets Authority (AMF).

This document does not constitute or form part of any offer or invitation to subscribe, buy or sell financial securities, or to
participate in any other transaction.

While all reasonable care has been taken to ensure that the facts stated herein are accurate, Invest Securities has not
verified the contents hereof and accordingly none of Invest Securities, shall be in any way responsible for the contents
hereof and no reliance should be placed on the accuracy, fairness, or completeness of the information contained in this
document.

The opinions, forecasts and estimates contained in this document are those of their authors only. The assessments made
reflect their opinion on the date of publication and are therefore subject to change or invalidation at any time, without
notice. Invest Securities has no obligation to update, modify or amend this document or to inform in any way the recipient
of this document in the event that a fact, opinion, forecast or estimate contained in this document, changes or becomes
inaccurate.

The investments mentioned in this document may not be suitable for all of its recipients. The recipients of the document
are invited to base their investment decisions on the appropriate procedures they deem necessary. It is recalled that past
performances do not prejudge future performances. Investing in the markets presents a risk of capital loss. Any loss or
other consequence arising from the use of the information contained in the document is the sole responsibility of the
investor. Neither Invest Securities nor any other person can be held responsible in any way for any direct or indirect
damage resulting from the use of this document. If in doubt about any investment, recipients should contact their own
investment, legal and / or tax advisers for advice regarding the advisability of investing.

Research reports including their preparation and distribution are subject to the provisions of market abuse regulation (EU)
n°2014/596 and delegated regulation (EU) n°2016/958 on the technical modalities for the objective presentation of
recommendations. This document is intended only for professional investors who meet the criteria set out in Annex Il of
Directive 2014/65/EU, or “qualified investors” within the meaning of the prospectus regulation (eu) 2017/1129.

This document is provided to you on a confidential basis for your information and may not be reproduced or transmitted,
in whole or in part, to any other person or published.

TARGET PRICE AND RECOMMENDATION

Our analyst ratings are dependent on the expected absolute performance of the stock on a 6- to 12-month horizon. They
are based on the company’s risk profile and the target price set by the analyst, which takes into account exogenous
factors related to the market environment that may vary considerably. The Invest Securities analysis office sets target
prices based on a multi-criteria fundamental analysis, including, but not limited to, discounted cash flows, comparisons
based on peer companies or transaction multiples, sum-of-the-parts value, restated net asset value, discounted
dividends.

Ratings assigned by the Invest Securities analysis office are defined as follows:

BUY: Upside potential of more than 10% (the minimum upside required may be revised upward depending on the
company'’s risk profile)

NEUTRAL: Between -10% downside and +10% upside potential (the maximum required may be revised upward
depending on the company’s risk profile)

SELL: Downside potential of more than 10%

TENDER or DO NOT TENDER: Recommendations used when a public offer has been made for the issuer (takeover bid,
public exchange offer, squeeze-out, etc.)

SUBSCRIBE or DO NOT SUBSCRIBE: Recommendations used when a company is raising capital

UNDER REVIEW: Temporary recommendation used when an exceptional event that has a substantial impact on the
company’s results or our target price makes it impossible to assign a BUY, NEUTRAL or SELL rating to a stock
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12-MONTH HISTORY OF OPINION

The table below reflects the history of price recommendation and target changes made by the financial analysis office of
Invest Securities over the past 12 months.

TME PHARMA Jamila El Bougrini 27-mars.-23 ACHAT 4.2 +310%
TME PHARMA Jamila El Bougrini 11-nov.-22 ACHAT 16,1 +381%
TME PHARMA Jamila El Bougrini 15-juil.-22 ACHAT 0,2 +220%

DETECTION OF CONFLICTS OF INTEREST

Invest Securities was lead manager or co-lead manager in a public offer concerning the financial

instruments of this issuer during the last twelve months. No
Invest Securities has signed a liquidity contract with the issuer. Yes
Invest Securities and the issuer have signed a research service agreement. Yes
Invest Securities and the issuer have signed a Listing Sponsor agreement. No
Invest Securities has been remunerated by this issuer in exchange for the provision of other investment

services during the last twelve months (RTO, Execution on behalf of third parties, advice, placement, No
underwriting).

This document was sent to the issuer prior to its publication. This rereading did not lead the analyst to No
modify the valuation.

This document was sent to the issuer for review prior to its publication. This rereading led the analyst to No
modify the valuation.

The financial analyst has an interest in the capital of the issuer. No
The financial analyst acquired equity securities of the issuer prior to the public offering transaction. No
The financial analyst receives remuneration directly linked to the transaction or to an investment service No
provided by Invest Securities.

An executive officer of Invest Securities is in a conflict of interest with the issuer and was given access to No
this document prior to its completion.

Invest Securities or the All Invest group owns or controls 5% or more of the share capital issued by the No
issuer.

Invest Securities or the All Invest group holds, on a temporary basis, a net long position of more than 0.5% No
of the issuer's capital.

Invest Securities or the All Invest group holds, on a temporary basis, a net short position of more than 0.5% No
of the issuer's capital.

The issuer owns or controls 5% or more of the capital of Invest Securities or the All Invest group. No

Invest Securities’s conflict of interest management policy is available on the Invest Securities website in the Complicance
section. A list of all recommendations released over 12 months as well as the quarterly publication of "BUY, SELL,
NEUTRAL, OTHERS" over 12 months, are available on the Invest Securities research platform.
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