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Introduction

This e-book is the 2024 half-year collection of the position papers published by
Smart Pharma Consulting, in line with its commitment to share knowledge and thoughts

Presentation of the 2024 half-year publications

= Smart Pharma Consulting has compiled in a single = Thus, we have the pleasure to share the following
electronic document 9 position papers published position papers:
during the first half of the year 2024 1. Anti-Obesity Medications Market

= These publications propose effective and practical
solutions to help pharma companies improve their
performance

= For so doing, we share openly:
— Business insights

— Concepts ]

The majority of which have
— Methods  — peen developed by Smart
Pharma Consulting

— Tools

© ® N o U B W N

The French Retail Generics Market
The French Biosimilars Market
Biosimilars Substitution Impact

Rare Diseases on the French Market
The French Food Supplements Market
Pharma Companies Strategy
High-Performance Pharma Brand Plans

Accessing & Convincing Physicians

We hope this collection will be of high value to you

Jean-Michel Peny

2024 Half-year Collection

July 2024 3
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Smart Pharma Anti-Obesity Medications Market

Smart Pharma Consulting proposes a method for a preliminary but documented evaluation
of drug markets, illustrated by the analysis of the Anti-Obesity Medications market by 2030

Introduction

» QObesity — defined by a BMI® > 30 kg/m? — is a major risk = The objectives of this study are to:
factor for several chronic diseases such as heart diseases

— Propose a “Quick & Robust” method to evaluate dru
and stroke, which are the leading causes of death B Q g

market potentials, through the case of AOMs
= The rate of obesity keeps on growing, becoming a major
global public health issue, incl. in low-income countries

» The Anti-Obesity Medications (AOMs) market is making a
fresh start with the launch of GLP-1 RAs?, showing
significantly higher weight loss vs. former drugs

— Share insights regarding the potential development of
the adult AOMs market, incl. its drivers and limiters

— Exhibit the important heterogeneity of current and
future AOMs market sizes, depending on the most
recent published estimates

= The AOMs market is expected to show the highest growth

— Assess the attractiveness of this market segment for
rate, by 2030, ahead of the Anti-Cancer Drugs market g

pharma companies, over the 2023 — 2030 period

Methodology

= Literature search re. healthcare environment of obesity = Development of assumptions re. the adult AOMs market

gigi?;?,gl?f\yghealth policies, competition, customers) . G|ohal adult AOMs market sales estimates (2023 — 2030)
= Analysis of key market drivers and constraints, and

" Building of a forecasting model implications for pharma companies

Sources: WHO — Smart Pharma Consulting analyses 1Body Mass Index —2 Receptor Agonists

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 5



Smart Pharma Anti-Obesity Medications Market

The worldwide prevalence of obesity amongst adults should rise from 16% in 2020
to 21% in 2030, with significant discrepancies between regions

Epidemiology by region

Prevalence of obesity (2020) Projected trends (2020 — 2030)
All people (in millions) Adults only (as a percentage of population)
Total number of people with obesity*: 988 million Adult people with obesity
(as a percentage of adult population)
50% A

43% Americas

MENA!

9 -
133 (14%) 106 (11%) 27 (3%) 40% 38%
Western Pacific 35% 33% Europe
172 (17%) 120 (12%) ’ 30% ’
52 (5%) 27% 28%
5‘1’5°(‘5‘i%) 192 (19%) 25% 21% Worldwide

20% A %
(V)
18 (2%) 16%
Americas? 13% Western Pacific
288 (29%) 248 (25%) 40 (4%) 10% 1 gq % ’
(]

Adult Children &

people3 adolescents?® 0% ' ' '
2020 2025 2030
813 (82%) 175 (18%)
* Adults with a BMI > 30 kg/m? and children and adolescents with a + 25D above median growth reference (as defined by the WHO classification)
Sources: World Obesity Atlas, World Obesity Federation (March 2023) — 1 Middle East and North Africa —2 North, Central and South America —
Smart Pharma Consulting analyses 3 People aged 20 years and over —*# People aged from 5 to 19 years

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 6



Smart Pharma Anti-Obesity Medications Market

The 2030 projected prevalence of obesity amongst adults is higher
in high income countries (35%) than the worldwide average (21%)

Epidemiology by level of income?

Prevalence of obesity (2020) Projected trends (2020 — 2030)
All people (in millions) Adults only (as a percentage of population)
Low i Total number of people with obesity*: 988 million Adult people with obesity
owincome (as a percentage of adult population)
countries 9(3%) 1 8(1%) | P g pop

37 (4%) 20% 1
Lower-middle
income countries 208 (21%
259 (26%) s 51 (5%)
40% -
35% Highincome
High income

32%
countries 271 (27%) 36 (4%) 30% A
307 (31%) 28%

24% Upper-middle
20%
o .
20% 16% 21% Worldwide
. 0, [ -mi
Upper-middle 80 (8%) 16% 18% 15% Lower-middle
lncozne C())Untrles 305 (31%) 10% 12% 15% Low income
385 (39% o o
10% 9% 12%
Adult Children & 0%
2 3 (o} T T 1
peoplci adolesce?ts 2020 2025 2030
813 (82%) 175 (18%)
* Adults with a BMI > 30 kg/m? and children and adolescents with a + 25D above median growth reference (as defined by the WHO classification)
Sources: World Obesity Atlas, World Obesity Federation (March 2023) - 1 Depending on the 2023 gross national income per capita, as defined by the World Bank —
Smart Pharma Consulting analyses 2 People aged 20 years and over —3 People aged from 5 to 19 years
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Smart Pharma Anti-Obesity Medications Market

The AOMs market should be mainly driven by the USA,
where ~53% of adults are expected to have a BMI > 30 kg/m? by 2030

Epidemiology by country

Projected trends in the prevalence of obesity* (2020 — 2030)

Top-10 pharma markets = By 2030, the global prevalence of obesity should
_ 6% : : : : : increase by 4.4% on average per year and reach
o 1 1 1 1 1 o .
S ol L_g___:_ _______ o L o up to 21% of the global adult population
9 1 1 1 1 1
E E E E E E «4+4.4% " The 2030 projected prevalence is higher in most
P Foomoos Foooooos i L H— top-10 pharma markets than the worldwide
e @ : : : : average due to high-income countries’ lifestyle
® 3% bbbt e R~ N it bbbl i i :
S | | | o | (e.g., consumption habits, sedentary):
1 o i L= i -
Q 2% [~=----- I :'""‘j)‘;i@_)"'f ------- Ml — USA has the highest projected prevalence of
S : : | : : obesity (53% of adults by 2030) followed by
IR e ro=mmmo- ro--oee- ro---ee- ro-ees Tommmmo Canada (44%), UK (41%) and Brazil (36%)
(o] 1 1 1 1 1
0% : : : : : — EU-4 countries?® have projected prevalence
0% 10% zoi 30% 40% >0% 60% rates ranging from 28% to 34% of adults
21%

2030 projected prevalence of obesity in adults — Japan and China have the lowest projeFtEd
(as a percentage of adult population) prevalence rates (7% and 14%, respectively)

* Adults with a BMI > 30 kg/m?

Sources: World Obesity Atlas, World Obesity Federation (March 2023) —

; .
IQVIA Institute (January 2023) — Smart Pharma Consulting analyses Germany, France, Italy and Spain
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Anti-Obesity Medications Market

Multiple pharmacological and non-pharmacological solutions can be considered,;
the efficacy of the latter being harder to prove and often associated with each other

Main existing solutions to fight obesity

Non-pharmacological solutions?® Pharmacological solutions®

* Food regimen are numerous and must be personalized to
effectively impact the weight (e.g., paleolithic diet,
intermittent fasting)

= Physical activity increases the energy expenditure as well
as the mental and emotional well-being of obese people

= Thermal cures have biological, physical and sociable
positive effects and are usually accompanied by a food diet
and educational content

= Cognitive behavioral therapy (CBT) is considered as the 1%
line treatment for eating disorders (e.g., goal setting,
stimulus control)

= Gastric balloon method consists in placing a balloon in the
stomach and then fill it, so that the person feels full faster

= Bariatric surgery! leads to significant weight loss through a
physical modification (e.g., a sleeve gastrectomy removing a
part of the stomach)

= Peripherally acting drugs are lipase inhibitors, which

reduce the intestinal absorption of fat (e.g., orlistat?)

Centrally acting drugs act on the central nervous system
(e.g., phentermine/topiramate3, bupropion/naltrexone?,
lorcaserin®...)

Some anti-depressants are also used against obesity (e.g.,
fluoxetin)

Mimicking drugs mimic intestinal hormones, naturally
released after eating, to send the brain the signal of satiety
(e.g., semaglutide® and liraglutide’ mimic the GLP-18
hormone, tirzepatide® mimics the GLP-1 and GIP°
hormones)

Sources: ? “Pharmacologic Therapy for Obesity”, US National Library of medicine (August 2022) —
b “pharmacotherapy of obesity: an update on the available medications and drugs under investigation”,
EClinicalMedicine (August 2023)— Smart Pharma Consulting analyses

Anti-Obesity Medications Market — What Perspectives for Pharma Companies

1Surgery is only used for severe cases (BMI > 40) or when an obesity-related condition such as diabetes can be
improved through the weight loss —? Xenical/Alli — 3 Qsymia —* Contrave / Mysimba —* Belviq — ® Wegovy —

7 Saxenda — & Glucagon-Like Peptide-1—° Zepbound — 1° Glucose-dependent Insulinotropic Polypeptide

February 2024 9



Smart Pharma Anti-Obesity Medications Market

The main products on the market are centrally-acting drugs and mimicking drugs,
with a higher proven efficacy of the two latest entrants on the market

Marketed AOMs
f | Contrave / Xenical /
ontrave enica
Drug name Zepbound Wegov Imcivree Saxenda . symia Belvi .
N\ g )[ g }[ o }[ }[ }[ MVSImbal }[ Qy }[ ? }[ Alli }
)
. . . . Bupropion Phentermin . .
INN Tirzepatide Semaglutide Setmelanotide Liraglutide upropion / ¢ t'e ine / Lorcaserin Orlistat
Naltrexone Topiramate
~— @@
) . .
: _ 2 _ Sympathomimetic : .
Mechaljusm GLP-1RA?/ GLP 1'RA MC43 RA GLP-1RA MC4 RA /GABAR Serotonin ' Llpa§e
of action GIP RA agonist modulation 3CRA inhibitor
~— @ @ @@
0
Tvpe Mimicking Mimicking Centrally Mimicking Centrally Centrally Centrally Peripherally
P drugs drugs acting drugs drugs acting drugs acting drugs  acting drugs acting drugs
~— @@
) ARENA HAL=ON
Pharma %% Q $
Lite, Rhythm 75 Currax Vivus @ o B
company novo mafdisk Mh.-m.;g‘.mu NOVO Matdisk pharmaceuticals LLc Eisai H*pharma [ .)
0
FDA / EMA 2012 /n 2012°/ not
/ 2023 / 2023 2021 / 2022 20224/ 2022 2014 / 2015 2014 / 2015 012 /not / 1999 / 1998°
approval yet approved yet approved
~— =
)
Weight loss
(go/)7 20.9 % 14.8 % 7.9 % 8.0% 6.1% 8.6 % 5.0 % <5%
()
~— @@
Note: Phentermine on its own (Adipex, Lomaira) is used as an appetite suppressant — Other products are commercialized, e.g., amfepramone, phendimetrazine
Sources: “Novel Anti-Obesity Therapies and their Different Effects and 1 Contrave in the EU and Mysimba in the RoW — 2 Receptor Agonist —3 Melano Cortin-4 —* Supplemental indication for obesity due to
Safety Profiles: a critical overview”, US National Library of medicine Bardet-Biedl Syndrome —> Withdrawn from the market in 2020 and active lawsuit since 2021 due to suspicions of increased
(June 2023) — EMA — FDA — Smart Pharma Consulting analyses risks with cancer —© Initially introduced by Roche as a Rx-bound drug under the brand name Xenical — 7 Clinically proven

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 10
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Multiple Phases Il and lll clinical trials are running,
with Lilly and Novo Nordisk being the most advanced companies

AOM:s in development

Vs

Vs

-

-

Maridebart cafraglutide 2 Retatrutide : Y
\ g AMGEN A e, 4
4 SurVOdUtide |'|\|| }Sli)gee}ifli:igllgr ZEALAND PHARMA }%5
Dapiglutide (ZEALS) ﬁgg )
_ ZEALAND PHARMA e
Pemvidutide altimmune Z
( \ 5
Rhythm ¢ |( 3
L LB54640 @ LG Chem ytm QE Cagrilintide + semaglutide 75]11 . Q%
” § 5
( Semaglutide
CT-388 CeDR MOT 0 novo nordisk”
L THERAPEUTICS ﬁ% i
Orforglipron 5 5
) | Orforglip e, &5
CT-868 CARMOT ﬁg; 0
N Mazdutide % Innovent ig}
s (
Danuglipron @Pﬁzer Q% Bimagrumab ‘Sf&)’ ﬁg}

Sources: clinicaltrials.gov — Smart Pharma Consulting analyses

Anti-Obesity Medications Market — What Perspectives for Pharma Companies

Q% Oral form
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Smart Pharma Anti-Obesity Medications Market

Amongst the Anti-Obesity Medications in Phase Il development stage,
maridebart cafraglutide from Amgen has shown, to date, the best results

AOM:s in development — Phase |l

Maridebart cafraglutide Dapiglutide LB54640

AMGEN @00eo @ LG Chem Rhythm’

* GIP RA'/ GLP-1RA = GLP-1RA /GLP-2RA = MC4RA

» 14.5% weight reduction after 12 weeks? = 4.3% weight reduction after 4 weeks? = Phase | study completed in July 2022
(Phase | —June 2023) (Phase | = June 2022) * An ongoing Phase Il study in patients

» Phase Il study (estimated = DREAM Phase Il study (estimated with genetic obesity (estimated
completion date: January 2026) completion date: August 2024) completion date: December 2025)

CARMOT  (Rochey CARMOT  Rochey & Pfizer

= GLP-1RA /GIP RA = GLP-1RA /GIP RA = GLP-1 RA (oral form)

= 8.4% weight reduction after 4 weeks on = For overweight and obese patients with = 8% to 13% weight reduction after 32
patients with type 2 diabetes Type 1 and type 2 diabetes weeks (Phase llb results disclosed by
(Phase | — October 2023) = No disclosed results from Phase | study Pfizer in December 2023)

* Ongoing Phase I/Il study in people with » Ongoing phase Il study (started in * Animproved once-daily form is to be
and without type 2 diabetes October 2023) tested in 2024, after high rates of side

effects seen with the twice-daily form

Sources: clinicaltrials.gov — Respective company’s announcement as of January 2024 1 Receptor Agonist —2 In overweight and obese adults — 3 Rhythm Pharmaceuticals acquired the global
—Smart Pharma Consulting analyses licensing rights of LB54640 in January 2024 —* Roche acquired Carmot Therapeutics in Dec. 2023

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 12



Smart Pharma Anti-Obesity Medications Market

Several of the Anti-Obesity Medications in Phase lll
have reached more than 15% weight loss results

AOMs in development — Phase Il

) Bochringer [z EAL &) ¢ altimmune

Ingelheim ZEALAND PHARMA
novo nOr(jISk

= GLP-1/GIP/GIucagon RA1 * GLP-1/Glucagon RA = GLP-1/Glucagon RA = Amylin / Calcitonin RA
= 24.2% weight reduction? over » 19.0% weight reduction? after = 15.6% weight reduction? over (CagriSema)
48 weeks 46 weeks 48 weeks (MOMENTUM) = 15.6% weight loss over 32
(Phase Il = June 2023) (Phase Il = June 2023) (Phase Il = November 2023) weeks
= Ongoing phase Ill study: = 3 ongoing phase lll studies: = Altimmune is looking for a (Phase Il — August 2023)
TRIUMPH-2 trial (2023 — 2026) SYNCHRONIZE-1, -2, - CVOT3 partner to start a phase lll = Ongoing phase Il study:
study and launch the product REDEFINE 2 trial (2023 — 2025)
Semaglutlde (oral form) Orforgllpron Mazdutide
Innovent
novonordlsk
= GLP-1RA = GLP-1RA . GLP-1/GIucagon RA = Activin Il RA
= 15.1% weight loss? over 68 » Up to 14.7% weight reduction? = 7.0% weight reduction? over * 6.5% weight reduction? after
weeks (Phase Ill: OASIS 1 trial after 36 weeks 24 weeks in Chinese patients 48 weeks
— published in August 2023) (Phase Il — June 2023) (Phase Il — December 2023) (Phase Il — January 2021)
* Ongoing phase Il study: = Phase Il GLORY-1 completed = No ongoing phase Il study, to
ATTAIN-1 (2023 —2027) & phase Il GLORY-2 ongoing date in obesity
Note: An ongoing Phase Il study of S-309309 — a MonoacylGlycerol AcylTransferas 2 (MGAT2) inhibitor is developed by Shionogi. Expected results in April 2024
Sources: clinicaltrials.gov — Respective company’ investors’ announcements as 1 Receptor Agonist —2 In overweight and obese adults — 3 Cardio-Vascular Outcomes Trials —* Acquired by Lilly from
per Jan. 2024 — Smart Pharma Consulting analyses Versanis Bio. For USD 1.9B in August 2023 —> Ongoing phase Ilb study: BELIEVE alone and combined with semaglutide

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 13



Smart Pharma Anti-Obesity Medications Market

Retatrutide from Lilly has shown the highest weight loss results,
being more than twice as effective as CBT! and approaching the efficiency of bariatric surgery

Efficacy of AOMSs?

. o
Weight reduction in % Bariatric

300 T s surgery " Former generation of AOMs provides
<—Former generation—> < New generation < 9% weight loss:

25%

— Peripherally acting drugs: less than 5%
20.9 weight loss for orlistat (Xenical / Alli)

200/ 19.0 . .
° — Centrally acting drugs: from 5.0% weight
6 15.6 loss for lorcaserin (Belvig) to 8.6% weight

14.8 15.1 15. . : :
147 14.8 loss for phentermine/ topiramate (Qsymia)

15%

= New generation of AOMs has demonstrated
----- -+ CBT variable results, ranging from
6.5% to 24.2% weight loss:

— Liraglutide (Saxenda): 8.0% weight loss

10% ======--mmos 86~ """y BO- W T

596 <30~ oo II --------------
0%

o] ()

T T

s 3

A

£ E

£

_Lifestyle
therapies

— Semaglutide (Wegovy) was the most
effective anti-obesity drug until the arrival
of tirzepatide (Zepbound)

*orlistat

— Five drugs currently in Phase Il clinical
trials have shown to be more effective
than semaglutide to reduce weight

N
Ul
o
| . Ul
orcaserin P
: o))
buproprion/nalt. il
phentermine/topi.
o)}
n
~
o
setmelanotide
liraglutide
orforglipron
semaglutide
semaglutide (oral) I
1 1
1 1
cagrisema
1 1
pemvidutide
1 1
1 1
survodutide
retatrutide

— Retatrutide clinical results are close to that
(48) obtained with bariatric surgery

3 tirzepatide 15 mg

(24) (52) (56) (56)  (48) (24) (52) (56) (36) (68) (68) (32) (48) (46)

Currently commercialized M In development  (x) Study duration in weeks

* Estimated after Orlistat clinical trials results that have been expressed as a reduction in kg and not in %

Sources: “Pharmacotherapy of obesity: an update on the available medications and drugs under investigation”, EClinicalMedicine

P . . 2 g . : .
(March 2023) — Companies’ investors’ announcements as of January 2024 — Smart Pharma Consulting analyses Cognitive behavioral therapy —* Clinically proven weight loss in obese patients

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 14



Smart Pharma Anti-Obesity Medications Market

Obesity is tackled through national prevention campaigns in the USA,
but the lack of HCPs trainings and the limited coverage of AOMs should hamper their growth

Healthcare environment (1/3)

U =

= The government has launched national campaigns about the importance of balancing food intake with exercise (e.g., Play Hard campaign) and
about nutrition education (e.g., Food Stamp campaign)

= HCPs lack training to provide recommendations to obese people, with only 40% of overweight or obese people receiving HCP counseling on
weight loss?

= Multiple patient associations and NGOs address obesity, specializing on different categories (age, level of income, ethnicity, etc.)

= Coverage of AOMs by private health insurance companies is at least possible while in the public it is either spotty, as in Medicaid, or prohibited,
as in Medicare, though some select Medigap and Medicare Advantage plans for retirees do

= Members of Congress have introduced the Treat and Reduce Obesity Act of 2023 (H.R. 4818 and S. 2407) that would allow Medicare to cover
AOMs which would result in greater use by Medicare enrollees

= Many health plans paid for by large employers will cover Wegovy and Zepbound, although they may require that patients try a rigorous diet
program and/or cheaper drugs first

= Semaglutide (Wegovy), liraglutide (Saxenda?), and tirzepatide (Zepbound) are approved for obesity in adults

= As of September 2023, the street price for Wegovy was $1,349 for 4 weeks, but discounts are granted to public and private insurers; and patients
can benefit from coupons

= The outcomes of the SELECT study, showing a 20% reduced risk of major cardiovascular events such as heart attacks or strokes when obese
patients are treated by Wigovy, will put pressure on insurance companies to cover obese patients with associated co-morbidities

= Novo Nordisk expects to obtain from the FDA a label extension based on the SELECT study outcomes by end of 2025

Sources: “The Challenges and Opportunities associated with reimbursement for obesity pharmacotherapy in the USA”, PubMed 1 Also approved for adolescents aged 12 to 17 by the
(2015) - “Public Health Considerations regarding Obesity” US National library of medicine (June 2023) — ¢ “HCP counseling for FDA (December 2020) and the EMA (March 2021)
weight management behaviours among adults with overweight or obesity”, BMJ (Nov. 2020) — Smart Pharma Consulting analyses

Anti-Obesity Medications Market — What Perspectives for Pharma Companies February 2024 15
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The coverage of AOMs by public and private health insurance systems in major European
countries by 2030, could be introduced but partially, considering the high budget impact

Healthcare environment (2/3)

Germany
No national strategy nor prevention program re. obesity

Since February 2023, the German Minister of Nutrition fights to
ban advertising of sugar, salt and fat-content food for children

Creation of the German Obesity Alliance in 2020

By law, public health insurance schemes cannot reimburse the
so-called “lifestyle drugs” as Anti-Obesity Medications

Wegovy is available since 2023 for a 4-week cost of USD 328 for
the 2.4 mg dosage

France

Several preventive governmental actions, incl. reimbursed
health checks and follow-ups for obese children
37 centers specialized in obesity and multiple associations

Wegovy benefited from an early access scheme (July 2022 —
October 2023) with strict conditions? and a coverage by the
National Health Insurance Fund

Wegovy has been considered as providing no clinical added value
(CAV) by the Transparency Committee in December 20223

e

O

s,

oK -

The NICE* produced several official guidelines on prevention,
weight loss treatments and surgery since 2014

Access to Wegovy under a two-year pilot> program implemented
by hospital specialists for patients with a BMI >35 and one obesity-
related condition (e.g., diabetes, high blood pressure) which will
give access to around 35,000 obese patients

Pharmacy chains (e.g., Boots, Superdrug) charge private patients
for Wegovy 2.4 mg from USD 256 for a four-week treatment

Italy 0

Best practices policies for a healthier food environment exist,
but obesity is not a major topic for the government

Obesity-focused facilities are heterogeneously present in the
country, with few facilities in highly prevalent regions

Patient associations fight especially against child obesity

AOMis are not reimbursed in Italy by the National Healthcare
system

Sources: Countries’ national Healthcare systems’ websites — “Confronting
obesity in Germany”, The Economist Intelligence Unit (2016) — NICE clinical
guidance on obesity (July 2023)— Smart Pharma Consulting analyses

Anti-Obesity Medications Market — What Perspectives for Pharma Companies

IIncludes patients, HCPs, insurance companies and drug manufacturers to change awareness of, and attitude towards obesity in the society —
2 For people with a BMI >35, complementary to a low-calory diet and an increase in physical activity, if a nutritional therapy did not result in
the patient losing more than 5% of their weight in 6 months —3 The positive results from the SELECT cardiovascular outcomes trail (August 2023)
will lead to a reassessment of Wegovy —* National Institute for Health and Care Excellence —° Zepbound could join the program too
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In China, India and Bratzil, it is unlikely that AOMs will be reimbursed, even partially,
due to the general economic context and the existing healthcare cost coverage systems

Healthcare environment (3/3)

Rest of the World

China?®

= Chinese people have higher percentages of body fat and rates
of cardiovascular risk factors and all-cause mortality than the
western population at given BMI levels

= The government has made obesity prevention a priority in its
national healthcare blueprint, known as “Healthy China 2030”

= Active role of the academic community with the creation of the
Obesity Prevention & Control Section in 2021

» Liluping (benaglutide), a locally developed GLP-1 RA! has been
approved in 2023, as well as a copycat version of Saxenda
(liraglutide) which is marketed at ~USD 123 per month

India

= |mplementation by the government of a “fat tax” on food and
beverage considered to have “a high amount of fat”°

= |n 2021, 74% of Indians are unable to afford a healthy diet¢

= Saxenda is available, Wegovy is expected in 2026, and Sun
Pharma develops utreglutide, a long-acting GLP-1 RA

Japan¢ »

Japan has one of the lowest adult obesity rates in the world (4.5%)
National programs to prevent obesity through education

The “metabo law?”, introduced by the Ministry of Health in 2008,
aims at helping citizens live a healthier lifestyle by achieving a
mandatory waistline of 85 cm for women and 90 cm for men

Adult obesity includes BMI > 25, due to physiological differences
between Asian and Western metabolisms

Most patients will pay 30% of medical expenses for Wegovy,
which has been approved in March 2023 and will be launched from
February 22, 2024, at USD 289 for 2.4 mg for 4 weeks3

Brazil®

Proposal of a strategy for “the prevention and care” of childhood
obesity in Oct. 2023 (Proteja strategy)

Approval of Wegovy in early 2023 by the Brazilian Health
Regulatory Agency (ANVISA) for adolescents and adults

Wegovy is not reimbursed in Brazil

Sources: : 9 The serious challenge faced by Chinese children and adolescents”, US National library of medicine (July 2023) - “Fat taxation
in Indi”, Health Promotion Perspectives (2020)—¢< Regional Overview of food security and nutrition, FAO (Dec. 2023) — 9 “Japanese data from
the ACTION-IO study”, US National library of medicine (Nov 2020) — ¢ “Analysis of the elaboration and proposal of a Brazilian intersectoral
strategy for the prevention and care of childhood obesity”, Cad Saude Publica (Oct. 2023) — Smart Pharma Consulting analyses

L Receptor Agonist —? It includes an objective to decrease obesity rate by 25% in
17 years, and failure to meet the goals results in a fine, called the “fat tax”,
paid by the regions —3 Access will be limited to patients with a BMI >27 and

suffering from at least two obesity related diseases, or having a BMI > 35
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Prevalence, medical needs, economic and social impacts are so important, that the arrival
of new effective and safe AOMs are speeding up the market growth, despite their high prices

Health Authorities
(Policy-markers —
Public payers)

Customers
(HCPs — Patients —
PAGs — Private

payers)

Competitors
(Pharma companies)

AOMs market drivers and limiters (2023 — 2030)

Market Determinants Driving Factors Limiting Factors

Obesity is a public health burden having an economic (e.g.,
absenteeism) and social (e.g., exclusion) impact

Obese-related risks of chronic diseases (e.g., cardio-
vascular diseases, hypertension, cancer?, type-2 diabetes,
depression, sleep apnea, arthritis) and premature death?

Political pressure to better support the obese population

Increasing prevalence due to population ageing and a larger
number of people with unhealthy and sedentary lifestyles

Increase in population awareness re. severe chronic
diseases related to obesity

Rising disposal income, healthcare expenses and awareness
for AOMs, especially in Asian countries (e.g., India, China)

Increase of the offer contributing to raise HCP and patient
awareness

Development of more effective and safer AOMs favoring
earlier adoption, better adherence and longer persistence

New coming AOMs leading to increasing price competition
and consequently market expansion in volume

Oral forms that would be more cost-effective

Budget constraints of public healthcare coverage systems

No strong evidence re. the positive impact of AOMs on total
healthcare costs relative to obese patients

Non reimbursement / partial reimbursement and/or limited
reimbursement to a subset of the obese population

High costs to be beard by patients or insurance companies
(e.g.; ~USD 17,537 street price? p.a. for Wegovy in the USA)

Medium-low persistence (e.g., 60% of dropouts within a
year under Wegovy?)

Appetite for non-pharmacological solutions (e.g., gyms,
exercise, diet plans, compliance for surgical procedures)

Off-label prescriptions of same molecules indicated for T2D*

Adverse events induced by AOMs (e.g., gastro-intestinal
disorders with GLP-1 RAs?)

Medications that speed up the metabolism and suppress
the appetite are risky and can lead to high blood pressure,
increase in heart rate, lung and heart problems

Supply limitations that should extend into 2024 and 2025

Counterfeit drugs that may put at risk patients and represent a
loss of income for original manufacturers

Sources: ? H. Gasoyan et al., Obesity (Silver Spring, Dec. 2023) —

Smart Pharma Consulting analyses

1 Centers for Disease Control and Prevention (CDC) estimated in 2021 that more than 650,000 obese-associated cancers occur in the USA per year —? The WHO

considers that more than 2.8 million people are dying each year because of their obesity —3 Without considering the Wigovy savings card (a type of coupon) or

the discounts granted to insurance companies —* These products have the same active pharmaceutical ingredient (e.g., semaglutide) but are marketed under
different names and prices with different coverage status (e.g. Ozempic for T2D (type 2 diabetes) and Wegovy for obesity) —° Receptor Agonists

Anti-Obesity Medications Market — What Perspectives for Pharma Companies
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Various sources, recently published, estimate the AOMs market from USD 15 B to USD 200 B
by 2030, showing a very high variance with assumptions most often poorly documented

AOMs market sales estimates (2023 — 2030) — Open Access Data

AOMs market sales

(in USD B) = Open access data show a

significant variance, with a

200
global obesity market
estimated to range, by 2030,
from USD 15 B to USD 200 B
= The rationale behind the
116 : .
assumptions made is most
often poorly documented
77 whether in volume (e.g.,

prevalence of obesity, share of

a4 50 obese patients medically

I ” treated, patient adherence to
I treatment) or in price
= = . = Amongst the 10 recent reports

that have been reviewed, 4

Rational Fortune Globe Vantage Goldman Bloomberg J.P. Morgan IQVIA? Barclays
Stat Business  Newswire market Sachs  (May. 23) Morgan! Stanley  (Jan.24) (Apr. 23) present a 2030 forecast
(Aug. 23) Insights (Dec. 22) research (Aug. 23) (Nov. 23) (Sep. 23) without specifying the starting
Aug. 23 Feb. 22 s
(Aug. 23) (Feb. 22) point in 2023
2023 | 2030 |
Sources: Desk research (January 2024) — Smart Pharma Consulting analyses 1USD 100 B forecast by 2030, driven equally by diabetes and obesity usage —2 Extrapolated from 2028 estimates
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Smart Pharma Consulting estimated the number of equivalent full-dose treated patients and then
translated it in value, based on net price assumptions by region over the 2023-2030 period

AOMs market sales estimates (2023 — 2030) — Methodology
“ m Rest of the World ® Only adult people with a BMI > 30 kg/m? have been
considered by Smart Pharma Consulting, in line with
WHQ'’s definition of obesity

® Population projections are based on OECD!? statistics

. . . ® Prevalence projections are adapted from the Atlas
Adult Obese Medically treated Full-dose treated of the World Obesity Federation? (March 2023)

population patients patients fatients " Number of medically treated patients are estimated

™ © _‘/ after multiple sources (e.g., IQVIA, market players’
*"n % i— » investor communications, investment funds)
J

\

Y ® Number of full-dose® medically treated patients are
Adjusted number of patients estimated by combining adherence and persistence
(equivalent to patients having a 100% adherence and persistence rates) rate:‘:‘ by anqlogy W'th. results of various real'\_’vorld
studies carried out with semaglutide in obesity and
0 in T2D%, and with other drugs in chronic diseases
Ex-factory prices ® ® Ex-factory prices have been estimated, net of
= rebates granted to patients, public and private
e _ health insurers or other intermediaries
Ll . . .
Market size ° ® Several scenarios have been considered according
m to reimbursement status and net pricing strategy

1 Organization for Economic Cooperation and Development —2 Organization representing professional members of the scientific, medical and
Sources: Smart Pharma Consulting analyses research communities from over 65 regional and national obesity associations — 3 Adjusted number of patients as if their adherence and
persistence rates were 100% —* Type-2 diabetes —*® Crohn disease, rheumatoid arthritis, psoriasis, hypercholesterolemia, hypertension
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The AOMs market growth by 2030 will strongly depend on their coverage status by health
insurance organizations, pharma companies pricing strategy and patients’ willingness to pay

AOMs market sales estimates (2023 — 2030) — Scenario building principle

Rest of the World
Europe
USA
Target Coverage by Net price  Medically
population health insurers treated
population
15%
12%
Adult obese
people
Medium 10%
8%

Ilustrative

Probability
of
occurrence

=A=N "N

The ramp up of the AOMs market over the 2023 —
2030 period will be strongly dependent on the
following inter-related variables — per country:

— The degree of coverage by public and/or private
health insurers

— The net price granted by pharma companies to
these organizations and/or to patients

The coverage of AOMs can be:

— Limited to the most severe cases?!

— Restricted to patients having failed to respond to
non-pharmacological and/or cheaper medications

— Limited in duration (e.g., one year)

— Conditional upon patients’ enrolment in a journey?
— Capped in term of reimbursement level3

The net price by country and over time will
depend on:

Coverage policy of health insurance organizations*

Payers’ sensitivity to price

Competitive intensity of pharma companies on price

Balance between supply and demand

1E.g., BMI > 35 + one risk factor —2 Such as a specific Patient Support Program to ensure the proper usage and adherence of obese patients to AOMs, and thus

Sources: Smart Pharma Consulting analyses

optimize their clinical outcomes and value — 3 Per pack in percentage or in absolute terms, or for a certain treatment duration —* Their position could evolve with

additional studies demonstrating a reduction of risk factors associated to obesity with the new generation AOMs and/or a positive budget impact

Anti-Obesity Medications Market — What Perspectives for Pharma Companies
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The base case scenario has been built on the assumption of a partial coverage of AOMs in the
USA, a very limited one in Europe and no reimbursement in the rest of the world?

AOMs market sales estimates (2023 — 2030) — Base case scenario description

USA

The percentage of adult obese patients medically treated will Wegovy (SELECT trial) and with the expected morbidity and
grow from 4% to 12% over the period due to increasing mortality reduction of Zepbound (SURMOUNT-MMO trial)

awareness re. the disease " The net price will remain moderately high

The coverage of AOMs by private and public health insurers will
be partial, but should increase over the period, especially with
the confirmation of the positive cardio-vascular outcomes of

® The net price has been set based on the 2023 situation and its
evolution has been estimated at +3.8% p.a., based on historical

trends
Europe Rest of the World
Preliminary estimates

The reimbursement of AOMs in T PSRRI R, AOMs should not be reimbursed,

. . . . Adult population (in millions] 257 271 710 719 4,326 4,808 5,293 5,798 . . .
Europe will be strictly limited to the | iesecimios S B B B — excepting in Japan, over the period

. % of adult population) (46%) (52%) (29%) (33%) (12%) (18%) (17%) (21%) .
most severe obese patients (e.g., e e e T T e T T E due to the budget impact ant_j/or
BMI > 35 + one risk factor) — I the social perception of obesity
) e oo Ko veeapatens) @90 (W @m0 am am) gew @m0 o _ )
The reimbursement would occur I I B B R R w s o s | ® The net price will be moderately
f I. . d d . 6 1 2 patients by generation (R (35%) (70%) (10%) (60%) (1%) (20%) (18%) (54%) I d I h
ora ;\mlte d _;J ratl.on (e.gCi’h to ?;i?mz(‘:rz}"m"ﬂ Formergenarations (g (3% (90%) (2096 (99%) (a0 e (a6%) oW, and ¢ Os.e to the averaged. k
mqnt s) and i patle;nts adhere to a T S European price, as Novo Nor lisk,
strict weight reduction program o) romeremen | = D e e = and Lilly are unlikely to enter in a
The net price will be moderatel i i insi price war
€ net price will be moderately Most likely scenario based on collected insights and

low compared to the US and will follow-on analyses carried out by Smart Pharma Consulting | ™ The net price of manufacturers
decrease by ~-2% p.a. should decrease by ~-2% p.a.

The current high level of uncertainties requires to treat these figures with caution and to carry out regular updates

Sources: Smart Pharma Consulting analysis 1 With the exception of Japan
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The share of obese adults medically treated worldwide should rise from ~2% in 2023 to ~5% in
2030, with new generation of drugs accounting for ~54% of patients in 2030 (+36 pts vs. 2023)

AOMs market sales estimates (2023 — 2030) — Base case assumptions™

Preliminary estimates

Adult population (in millions) 257 271 710 719 4,326 4,808 5,293 5,798

Adult obese! patients (in millions) 118 142 204 237 602 867 924 1,246

(% of adult population) (46%) (52%) (29%) (33%) (14%) (18%) (17%) (21%)

Medically treated adult obese patients? 4.4 17.0 4.0 19.0 6.0 26.0 14.4 62.0

(as a % of adult obese patients) (4%) (12%) (2%) (8%) (1%) (3%) (2%) (5%)

Full-dose treated patients p.a.? (in millions) 1.5 6.0 1.5 7.2 1.0 4.1 4.0 17.3

(adjustment factor in % of treated patients) (35%) (35%) (38%) (38%) (16%) (16%) (28%) (28%)

Full-dose treated N e 0.5 4.2 0.2 4.3 0.0 0.8 0.7 9.3

0, 7 0, 1 0, 0, 1 0, 2 0, 1 0, 40

patients by generation BEE o5 k) (505 (%) s ) EE)

of AOMs (in millions) . 1.0 1.8 13 2.9 1.0 3.3 3.3 8.0

(% of the total) FOTTED HER RGNS (65%) (30%) (90%) (40%) (99%) (80%) (82%) (46%)

Ex-factory prices p.a., New generations 9,100 11,8256 2,861 2,4847 2,861 2,4847 7,639 6,688

net of rebates®

(in USD) Former generations 792 1,029¢ 307 2677 189 1647 419 395
* Most likely scenario based on collected insights and follow-on analyses carried out by Smart Pharma Consulting. The current high level of uncertainties requires to treat these figures with caution and to carry out regular updates
Sources: OECD population statistics (Jan. 2024) — World Obesity Federation (Jan. 2024) — 1 people with a BMI > 30 kg/m? — 2 Excluding patients treated for type 2 diabetes —3 Adjusted number of
Market players’ websites (Jan. 2024) — PubMed (Jan. 2024) — Atonra (Nov. 2022) — Estimating the patients as if their adherence and persistence rates were 100% —* GLP-1 RAs indicated for obesity and other
cost of new treatments for diabetes and obesity, American Enterprise Institute (Sep. 2023) — new generation AOMs being developed —> Rebates to patients (e.g., coupons), public and private health
Smart Pharma Consulting estimates insurers or other intermediaries — ¢ +3.8% CAGR over 2023-2030—7-2.0% CAGR over 2023-2030
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According to Smart Pharma Consulting, The AOMs market should reach ~ USD 65 B by 2030
with a +39% CAGR vs. 2023 and be mainly driven by Wegovy and Zepbound; and the US demand

AOMs market sales estimates — Base case results

et calost? 5 gA(;R = By 2030, the obesity market is expected to reach
(A.O'l\J/ISSDmBa)r et sales” 023-2030 USD 65.4 B at ex-factory prices before VAT and
" 65.4 Total +38.6%

net of rebates to patients, public payers, private
insurers and other intermediaries, representing
Europe +45.1% a +38.6% CAGR over the 2023-2030 period:

— USA should account for 78% of the market,
with sales increasing from USD 5.6 B in 2023
to USD 51.3 B in 2030 (+37.3% CAGR)...

— ... Followed by Europe, whose sales should
reach USD 11.5 by 2030 (+45.1% CAGR)

— The rest of the world should account for ~4%
of the global market, with sales reaching
USD 2.6 B by 2030

2.6 (4%) Rest of the World  +43.3%

51.3(78%) VNN +37.3%

0.2 (3%)
0.9 (13%)

5.6 (84%)

2023 2030

New = Market growth should be mainly driven by new
generation? > 5.3(79%) 62.2 (95%) generation of anti-obesity medications (e.g.,
Wegovy, Zepbound) which should account for
95% of the market in net value by 2030

* Most likely scenario based on collected insights and follow-on analyses carried out by Smart Pharma Consulting. The current high level of uncertainties requires to treat these figures with caution and to carry out regular updates

Former
generation » 1.4(21%) 3.2 (5%)

1 Excluding patients treated for type 2 diabetes —? Net ex-factory sales after rebates to
Sources: Smart Pharma Consulting estimates patients (e.g., coupons), public payers, private insurers or other intermediaries and before VAT
— 3 GLP-1 RAs indicated for obesity and other new generation AOMs being developed
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The AOMs market offers huge sales perspectives for the first-comers — Novo Nordisk and Lilly —
provided they match the supply with the demand and get significantly covered by health insurers

Worldwide AOMs market perspectives for Pharma companies

Opportunities to seize

®» The number of obese adults should rise from
924 million in 2023 to 1,246 million in 2030
(i.e., +35% over the period)

= QObesity being associated with mortality, severe
and costly events, governments would be forced
to facilitate patients’ access

= Obese people demand for effective and well-
tolerated AOMs is huge and increasing

= Clinical outcomes of new AOMs! with 15% or more
weight loss, and a pretty good safety profile should
meet most of obese patients needs

= Demonstrated reduction in MACEs? associated
with weight loss reinforces the value of these new
AOMs3 and the probability for public and private
health insurers to cover their cost

Q

novo nordisk

e,

@ Pﬁzer

~ Boehringer
I"ll Ingelheim

PHARMACEUTICALS

ZEALAND PHARMA

INnNnovent
(altimmune
CARMOT

THERAPEUTICS

@ LG Chem

= The pricing strategy of pharma companies will be

Challenges to address

= The AOMs market growth will remain hampered

by insufficient production capacities for Wegovy
and Zepbound, that are estimated to last up to
2026, and possibly beyond

The off-label Rx of Ozempic (semaglutide) and
Mounijaro (tirzepatide) registered for diabetes, will
cannibalize Wegovy and Zepbound respectively,
due to price and/or coverage status differences

Newcomers would have to offer a minimum weight
reduction of 18-20%, a good safety profile, while
demonstrating positive cardiovascular outcomes
through CVOT#* data to gain market share

essential to determine the coverage level of AOMs
by health insurers and the magnitude of obese
patients’ access

Sources: Smart Pharma Consulting analyses

1Such as retatrutide, tirzepatide, semaglutide —2 Major Adverse Cardiovascular Events —3 As demonstrate in mid-2023 with the results of the SELECT

Anti-Obesity Medications Market — What Perspectives for Pharma Companies

study carried out with Wegovy of Novo Nordisk. Lilly is currently investigating the effect of tirzepatide on the reduction of morbidity and mortality in

obese adults (SURMOUNT-MMO trial) —* Cardio-Vascular Outcomes Trials
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According to our current insights and analyses, the worldwide AOMs market could reach
USD ~65 B* in 2030, with more than ~80% of it captured by Novo Nordisk and Lilly

Key Takeaways

* The worldwide AOMs market is preliminary evaluated at USD ~65 B* in 2030

= 1.25 B adult obese people are e : = 78% of sales in value will come from
expected in 2030 (+35% vs. 2023) ol ) the USA and 18% from Europe
* Novo Nordisk and Lilly insufficient level i = Health, social and economic burden of
of production to meet AOMs demand 11 obesity will urge policy makers and
cannot be fixed before 2026 al payers to facilitate patients’ access
®
= The pricing strategy of pharma = >15% weight reduction, good tolerability

companies will be instrumental on the

l and evidenced prevention of MACE! are
magnitude of patients’ access

a prerequisite for newcomers

= Novo Nordisk (Wegovy) and Lilly (Zepbound) will take the lion's share on the 2023 — 2030 AOMs market, knowing
that most promising AOMs currently in phase Il or Il development will not reach the market before 2028 — 2029

* Most likely scenario based on collected insights and follow-on analyses carried out by Smart Pharma Consulting. The current high level of uncertainties requires to treat these figures with caution and to carry out regular updates

Sources: Smart Pharma Consulting analyses I Major Adverse Cardiovascular Events
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Smart Pharma The French Retail Generics Market

Smart Pharma Consulting has developed an expertise — second to none — regarding the generics
market in general and the French generics market in particular, as shown in this position paper

Introduction

Smart Pharma Consulting Expertise regarding the French generics market

= QOperational experience of one of the consultants as general = Several articles published regarding generics related issues:

Manager France for Novartis’ generics business

& & — Entering the French generics market (1997)
= Strategic and management missions carried out for c ) v helo ¢ b Erench health ts? (1999)
16 generics companies in France and abroad: an generics reafly help to curb French healthcare costs:

— Accord Healthcare — Arrow (Aurobindo) — Biogaran (Servier) — — Lighting fire from wet timber in French generics market (2001)

Dr Reddy’s — EG Labo (Stada) — Gedeon Richter — How bright is the future for generics? (2003)
— Glenmark — Hospira (Pfizer) — Polymedic — Sandoz — Sothema — — Barriers to substitution (2005)

Teva — Viatris — Wockhardt — Zentiva — Zydus

. — Whatis th [ f authorized i ts? (2006
= Several position papers and reports about the French atis the value of authorized generic agreements? (2006)

generics market — What future for the French retail generic market? (2015)

Context — Objective — Methodology

= The development of retail generics is a major lever to help environment of the French retail generics market and...
the French government contain the growth of the drug

. . = .. estimates its 2027 gross and net sales perspectives
costs reimbursed by the National health Insurance Fund & Persp

* To do so, the consultants have capitalized on their long

" This position paper analyzes the current business experience and strong expertise re. this strategic segment

Sources: Smart Pharma Consulting
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Since the substitution right has been granted to retail pharmacists in 1999, the different
governments have introduced several measures to favor the development of generics

Main governmental measures related to retail generics (1999 — 2020)

Objective of 25% INN prescriptions Adoption of EU Directive 27/2004, which — Introduction of individual — Increase of the national objective of generics penetration from
incentivized through an increase in accelerated the registration process incentives for retail pharmacists 86% to 90%
consultation fees for generics achieving substitution objectives — CAQES? setting a 45.5% prescription target for generics at
on a selection of generic groups hospital level (and a 70% prescription target for biosimilars)
— Systematization of the “Tiers — Decision of the French Parliament* to limit the reimbursement
Launch of “Tiers-Payant” system (not Payant” system of patients refusing substitution at generics price

compulsory and limited to departments

where generics penetration is low), that The pharmacist may dispense an originator

drug in the absence of the mention "non-

entails a delayed vs. immediate - - . . - ;
reimbursement for patients who buy Price reduction for drugs | [ substitutable" for certain drugs with a narrow
originator instead of its generics included in the official therapeutic range in specific situations that
generics’ directory will be precized by order
! v v v 7 7 7
1999 ) 2000 » 2001 ) 2002 » 2003 » 2004 ) 2005 » 2006 2007 » 2008 » 2009 » 2010 » 2011 ) 2012 » 2013 ) 2014 » 2015 > 2016 ) 2017 » 2018 2019 > 2020 4
A A * A * * * * A
10-year protection for clinical — INN prescriptions facilitated by Limitation of General public
data of a molecule, starting at certified prescription assistance generics rebates | | campaign to promote
its first MA in Europe, for all software granted to retail generics medicines
forms, dosages and indications — Exception to patent rights allowing pharmacists to a
generics manufacturers to use cap of 40% The reimbursement of an insured patient who
similar packaging to those used by does not accept, without medical reasons,
_ Introduction of brands (“Bertrand Law”) generics substitution, will be.made ba.sid on
. the price of the most expensive generic
generics
substitution — -
right for retail Introduction of the TFR (reference — Compulsory prescriptions in INN
pharmacists price), which entails a unique — Setting of annual objectives of prescription of generics within hospitals
— Revision of reimbursement fee for patients both Limitation of rebates granted — Launch of the National Plan for the Promotion of Generic Medicines! with different
distribution for branded and generics, regardless to pharmacists to 17% priorities to increase the penetration of generics in the open care market, in hospitals and
margins of the actual price (Loi Dutreil Il / Chatel) EHPADs?

Positive impact for generics Neutral impact for generics Negative impact for generics

1 Launched in March 2015 and included in the 2015-2018 French stability program presented in April 2015 —2 EHPAD: Institution taking care of dependent elderly
Sources: Smart Pharma Consulting people —3 Contract between hospitals, regional health agencies and health insurance to improve the quality and the efficiency of healthcare —* Article 66 of LFSS 2019,
as published in December 2018 ; Article 42 of the 2020 LFSS precises that this rule applies from two years after the publication of the 1%t generic’s price
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The prices, margins and level of rebates are regulated by the CEPS (drug pricing committee)
throughout the value chain of the reimbursable products, either originators or generics

Prices, margins and rebates for reimbursable drugs

Originator Originator Generic Generic
without TFR?! with TFR without TFR with TFR

Price negotiated / set by the CEPS
Ex-factory price = Generics are priced 60% below originator price at patent expiry
= Qriginator price is cut by 20% after generics entry or at patent expiry

=  Minimum of € 0.30 per pack if ex-factory price below € 4.33
Wholesalers' margins = 6.93% of ex-factory price if ex-factory price from € 4.33 to € 468.97
= 0% beyond € 468.97, representing a maximum of € 32.50 margin per sold unit

= Variable margin:
— 10.0% of ex-factory price below € 1.92
— 7.0% from € 1.92 to € 22.90
— 5.5% from € 22.91 to € 150.00
— 5.0% from € 150.01 to € 1,930.00

— 0% above € 1,930.00 Margin in absolute S .
. 2 . . . . . Calculation identical to the
Pharmacists' margins = Dispensing fees (VAT excluded): terms identical to the originator’s one
— € 1.00 per pack (for monthly packs) corresponding originator

— €2.70 per pack (for quarterly packs)

— €0.50 per prescription including at least 1 reimbursable drug
— € 3.50 for specific drugs (e.g., immunosuppressive drugs)

— €1.55if the patient is under 3 years or over 70 years old

— €0.30 per prescription with at least 5 medicines

=  Maximum legal rebate:

. . o ) . . o
2.5% of ex-factory price Maximum legal rebate: 40% of ex-factory price, since September 2014 (17% before)

Pharmacists’ rebates? — — _
= Possibility to add up to 100% of the wholesaler margin in case of direct sales

Sources: CEPS annual report (December 2022) — National pharmaceutical agreement (March 2022) — 1 Tarif Forfaitaire de Responsabilité (Reference price) — 2 Including cooperation and other commercial
Legifrance — Ameli — Leem — Smart Pharma Consulting analyses rebates
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In the absence of reference price (TFR), the original brand can preserve 80%
of its initial ex-factory price, which further decreases to 70% after 18 months

Price revision of genericized and generics products

Without reference price (TFR) With reference price (TFR)?

As a % of the original brand ex-factory price before generics entry

100% 100% 100% 100%
\ Original brand \ Original brand
80% - 80% 80% 80% - 80% ¢
(-20%) \ (-20%)
70% —————— 70%
(-12.5%)
60% - 60% -
40% + 40% 40%_;-, 40% + 40% 40% 40%
T 37%—— 37% T (-50%)
(-7%)
Generics Generics
20% - 20% -
Months from generics entry Months from generics entry
%w -+ FF""""" """ """"—" %w +—r——FFFF""" """
® 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 ® 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
(=] o
‘@ ‘@
[~2] [~2]

Once the patent of an original product has expired, a price cut of 20% is applied by the CEPS (drug price committee), even if there is no generics

Sources: CEPS 2022 annual report, published in 2020 — 1 The reference price is applied in the case the penetration of generics does not achieve 60%, 65%, 70%
Smart Pharma Consulting analyses and 80% after 12, 18, 24 and 36 months of presence on the market
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The levels of margins and rebates set by the CEPS (drug pricing committee) for drugs
sold on the retail market contribute to regulate the evolution of cost of reimbursed drugs

Legal margins and discounts for reimbursed drugs on the retail market

Without reference price (TFR)
€13.22

1 oo
PP VAT (2.10%) €0.27
° Dispensation fees? :

e Pharmacist variable margin

WP3 Wholesaler's margin (6.93% :
EFP4 Wholesaler's margin (6.93%)|  €0.69
€226
\ €6.69
€0.14
€10.00
€0.305
€4.00
Original brand Generics
(ex-factory price: -60%)
Maximum legal G } 2.5% 40%
discount (€0.25) (€1.60)
Total profit for the
pharmacist (legal) } €251 €3.86

(A X s K )

With reference price (TFR)

€13.22

PPT --- €0.27
€1.50

wp? __ IR

EFP4 "

]’ $=2.74
€0.69

Reference price
(PP)
€627 «—— €6.27

€0.13
€1.50 } S=1.84 { €1.50

Baits T €0.30°

€0.13

€10.00

€0.30°

€4.00 €4.00

Generics

Original brand 2
(Ex-factory price: -60%)

(Alignment of
reference brand prices)

Original brand 1

2.5% 40.0% 40.0%
(€0.25) (€1.60) (€1.60)
€2.51 €3.44 €3.44

Sources: Smart Pharma Consulting analyses

The French Retail Generics Market — Situation Analysis & 2027 Perspectives

" Public price, including taxes and dispensing fees — 2 Dispensing fees, excluding taxes (i.e., € 1.00 per monthly
pack and € 0.50 per prescription) — 3 Wholesaler price, excluding taxes —* Ex-factory price, excluding taxes —°
Corresponding to the minimum wholesaler margin (for products with ex-factory price below € 4.33)
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~19% of generics retail sales are directly distributed by pharma companies,

through agents (pre-wholesalers)

Share of direct sales by segment (2022)

Direct sales 100° ~99%
as % of total sales! 00%

80%
60%

40%

79%

1.6 8| €

8%

Total direct
sales!: €18.7B
(Share of
direct sales)

19%
20%
€0.8B
: 4%
0% <1% :
10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
. . . Hospital Patent-protected Off-patent Generics Non-
Note: Share of direct sales in retail®: and other specific products? (:irig_ma_torls reirgbursed
~21.7% (€5.4 B) < Reimbursed drugs anc biosimrars > rues Total sales!:
Total direct sales are split as follows: 35% \ 44% 5% 11% 5% | 4 €38.6 B
= 71% on the hospital market Y (as % of total)
= 29% on the retail market . )
’ Hospital: 35% (€ 13.4 B) Retail: 65% (€ 25.1 B)

Sources: GERS dashboard (December 2022) — " Ex-factory prices, before rebates and taxes — 2 Sales of drugs that are not part of any generic group,
Smart Pharma Consulting estimates whether patented or not, or other special products (calcium, sodium, potassium, paracetamol, etc.)
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In 2022, generics accounted for ~15% of the retail pharmacies sales on average, and for ~27%
of their gross margin, knowing that pharmacists work in general with two generics companies

Weight of generics in the economic structure of retail pharmacies (2022)*

Average annual turnover of a retail pharmacy in 2022: € 2,265 K

Gross margin by segment (public prices excluding VAT)
100%
100% -
80%
60% - 59%
12%
E 85
40% - )
........................................................................................................... 27% .....4 Gross margin =32.4%
20% (€200K) 25% Relative weight of each

(€ 185 K) 4 segment in gross margin
(total =€ 735 K)

(€265 K)

0% .
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% % of total sales
Reimbursable drugs! Reimbursable Services
(ethicals and semi-ethicals) generics? (Covid-19 vaccination,

antigenic tests, others?)
Other healthcare

products?
7 g Mlativeweigh ofcach
(€ 1,303 K) (€336 K) (€541 K) (€85K) 8

(total = € 2,265 K)

* Data estimated based on a sample of 1,807 retail pharmacies

Sources : CGP Experts Comptables (2023) — External interviews with Y Including dispensing fee — 2 Including commercial cooperation with generic companies —3 Including OTC and “lifestyle” Rx products, medical devices,
accounting experts (July 2023) — Smart Pharma Consulting estimates food supplements, para-pharmacy products, etc. —* Remuneration for services corresponding to public health objectives (ROSP), new missions, etc.
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Generics penetration is facilitated by INN?! prescription and substitution,
both of which are enhanced by a favorable support from health authorities

Key drivers of generics penetration on the retail market

Reference price
(TFR3)

INN prescriptions

objectives

Generics Generics acceptation Generalized

Generics prescription
penetration J§ |- by patients reference price

by physicians

Off-patent drugs

prescriptions objectives

“Cash advance”

“Sponsored”

ituti i VS. generics
margin and higher Substitution right

( and objectives

rebates

by pharmacy staff

a+ Generics proposition +

TTLL L.

Level of Number of companies
inventory turnover marketing the generics

A priori identification of Perceived risks linked
not eligible patient profiles? to substitution

) . * Two years after the first generic get its price published, the originator will be reimbursed, based on the price of the most expensive
- Measures introduced by Health authorities generic. The price difference — if any — will be supported by the patient, unless he has a valid medical reason to refuse the substitution

Sources: Smart Pharma Consulting analvses " International non-proprietary name — 2 E.g., generics with excipients contra-indicated for specific patients — 2 “Tarif forfaitaire de responsabilité”: single
: g y reimbursement price for a generic group, based on the cheapest generic price if a certain level of penetration is not achieved within a certain period
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Retail pharmacists receive every year a national substitution target set
by the National Health Insurance Fund which has never been achieved so far

Objectives and realized substitution rates (2008 — 2022)

Generics penetration rate

100% -
90% 90% 90% 90% 90%
85% 85% 85% 85% 86% 86% - N e N :
83% 82% 80% 80% - Ve R T : b : !
ce———— ° ° i v v i i
o i I [ i o v v 83.4% 84.0%
SRR 5207 N A A A A _— 79.7% { 80.7% J 20.9% J 80.8%
- o b b i % SS2 9%
72.1% o IR R 71.2%
70.0% SN 68 1%
50% -
25% -
0% -

2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

CiObjective m Realized

Sources: 13" and 14t amendments to the Generics delivery Convention (November 17, 2019
and August 20, 2020) — GERS dashboard (2008 — 2022) — Smart Pharma Consulting analyses
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Substitution of original drugs by their generics results from
an interaction between pharmacy teams and patients

Drivers and limiters of generics substitution by retail pharmacists

Drivers of generics substitution Limiters of generics substitution
» Information campaigns from the National Health Insurance = ANSM warnings / recommendations
Fund to inform patients about generics = Complexity of the pathology (e.g., opiates dependence,
= Qut-of-pocket expenditure for patients refusing generics immunosuppression, epilepsy, etc.)
substitution without medical reasons!? = Small share of INN prescriptions
= “Cash advance vs. generics” system = “Non substitutable” on scripts
= Retail pharmacy substitution objectives for pharmacists * Limited number of generic companies
= INN prescriptions objectives within or outside the ANSM = Late arrival on the generics market (patients more worried
directory such as the ROSP2 and reluctant to generic substitution when treatment with an

3 call dical off original brand was initiated a long time ago)
= “DAM?3" calls to medical offices
= Low inventory rotation in pharmacies

= Patients’ information on their pathology: it is easier to
convince patients who are already aware of their disease and
of the associated treatments to try generics

= Low proposal of generics by pharmacists
= Refusal of patients

= No correspondence of dosages / different chemical forms

= |nducement to prescribe generics for initiation prescriptions ) T
between generics and original brands

in hospitals or discharged patients to increase patients’

confidence in generics = Existence of different generic groups for a single molecule
» Creation of a “hybrid” label to facilitate substitution " Protection of an indication
Sources: Business Intelligence — "Reimbursement limited to the price of the most expensive generic —2 “Rémunération sur objectifs de santé publique”:
Smart Pharma Consulting analyses Remuneration on public health objectives — 3 Délégués de I’Assurance Maladie”: National Health Insurance reps
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The French Retail Generics Market

Since 2017, spending on drugs has been mainly driven by patent-protected drugs,
generics and biosimilars delivered in retail pharmacies

Evolution of drugs sales by segment (2017 — 2022)

B! CAGR?
40 - *ﬂ ] N Total Market +4.0%
35.6
33.2
31.7 31.7 32.5
%0% 11 N WO— Hospital sales? +3.0%
30 1 12.8
12.0
11.6 11.0 11.5 e e e e e 1
20 [ oo Not reimbursed | =1.4%_,
17 , 07— 1 Biosimilars " ' +36. _63/9]
i m-y | P Y e
20 1 19 1.7 - +4.8% [ B Generics 1 ' +3.4% |
2.1 % 9 63 &= —A ! Off-patent 1
AV o § *’10';’5%_ | .. 1 '2.8%
A I originators :
|
|
1 — Reimbursed | +5.2%
I Patent-protected I
Il sndather | e
| an'd.other 1 | +5.8% X
; specific drugs® 1
1
1
- -— - I
2017 2018 2019 2020 2021 2022
20.1 20.6 21.0 21.1 22.8 25.1 4 Retail sales +4.5%

Sources: GERS dashboards —
Smart Pharma Consulting estimates

The French Retail Generics Market — Situation Analysis & 2027 Perspectives

1 Constant ex-factory prices, before rebates and taxes —?2 Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded medicines —

February 2024

3 Sales of drugs whose patent has not expired and of other specific products (e.g., calcium, sodium, potassium, paracetamol) —* Compound annual growth rate 2017-2022
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The French Retail Generics Market

The retail generics market has been estimated at € 2.5 B in net price value, that is 39% lower
than its list price value, considering the average discounts granted to retail pharmacies

€B!
32 -
25.4 25.4
24 -
7.7 7.1
1.0 55
16 - v i i .
8 -
Q 4
0 _
2017 2018
17.7 18.3

Evolution of drugs sales by segment (2017 — 2022)

28.8

8.4

Ioq

261 26.6
7.4 7.9
.U.':_, ||'§?

4.0

2019 2020

18.7 18.7

2021

20.4

+8.1% 31.2
—A
+2.8% 8.7
—A
1.0
07
+10.4%
—A
2022
22.5

Patent-protected

Biosimilars

Generics
Off-patent
originators

and other

specific drugs?

= Reimbursed

4 Retail sales

o

CAGR*
+4.2%

+2.3%

4%,
' +36. 6% i

________
________

________

________

________

+4.9%

Sources: GERS dashboards —
Smart Pharma Consulting estimates

The French Retail Generics Market — Situation Analysis & 2027 Perspectives

1 Constant ex-factory prices, after estimated rebates and before taxes —? Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded medicines —
3 Sales of drugs whose patent has not expired and of other specific products (e.g., calcium, sodium, potassium, paracetamol) —* Compound annual growth rate 2017-2022
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With a generics penetration rate of ~41% of the retail reimbursed market in volume
(and ~18% in value), France is below most OECD countries

Generics penetration in the retail reimbursed market — International comparisons (2022%)

% of retail reimbursed drugs sales

90% 7 85%

83%
80% - 78% 77%
70% -
62%
60% -
50% , P
50% - 47% 46% : 1
41% I
40% - 36% 36% | |
32% I
I 28%
30% -
° 22% 23% 21% 23% | I 22%
20% 16% I 18% | 19%
: I 9%
10% : |
o% T T T T T T T T i I T 1
~ > K @ > = c c I o I > ©
> & e ® 2 %0 S g e | i &
£ T s 5 £ ] ) | o - =
] @ o - o e | o
) < o 1 | §
g L — e o . w
H Volume Value

Sources: OECD Health Statistics (March 2021)— GERS Dashboard for France (2022) -
Smart Pharma Consulting analyses

1 Or latest data available
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The penetration rate of generics in the retail reimbursable market
in volume has been constantly growing since 2000

Evolution of generics penetration in the retail reimbursable market (2000 — 2022)

Increase in legal rebates Original brands reimbursement
H In volume from 17% to 40% of the limited at the.prlce of t-hf most
50% - In value Generalization of the ~ €X-factory price eXpensive generic
“Cash advance vs. generics” l
system to the whole territory; ° § §
Pay-for-performance N =] < <
40% e R § g.;
- . =)
? Increase in legal rebates " % o )
from 10.74% to 17% of g @ Z
the ex-factory price § o
(40]
30% - X
N e
X & g
X & N N
(o]
xX ~ X X o X Q
2 3 IR EBREERERERR
20% - R ) s ot - = = - 3 - %
5o < B KB
X <« B B L
x & s B E
NS X 8\: 3\: -
10% - o ) © § )
g © < B K
S mx B
ION :
0% T T T T T T T T T T T T T T

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

1 Article 66 of LFSS 2019, as published in December 2018 ; Article 42 of the 2020 LFSS precises that this rule

Sources: Smart Pharma Consulting applies from two years after the publication of the 15t generic’s price
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In 2022, sales of reimbursable generics reached € 4.1 B
and more than 1 B units in the retail market...

Evolution of reimbursable generics in the retail market (1/3)

W Units (Million) m Revenues (€ M')
4,500

4,103
3,789 3,914

3,439

3,310 3,353 3,462 3,468 3,509 3,564
3,051
3,000
2,601 2,660
2,364
1,500
994 1,04
677 785 802 843 898 900 916 932 943
601 637 618
0 T T T T T T T T T T ' : I |

2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

The share of the exploited Generics Directory on the retail reimbursable market in volume represented 48.2% in 2022

Sources: GERS dashboards — Smart Pharma Consulting analyses 1 Ex-factory price, before rebates and taxes
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... With an annual progression similar in value (+4.8%)
and in volume (+4.7%), for the first time since 2019

Evolution of reimbursable generics in the retail market (2/3)

% of growth (vs. year-1)

20% A
16.0%
14.7%
15% 1 13.0%
10% -
5% 7.0% o
6.0% 1.8%
0% A
_coz | _ %
5% 3.0% -3.8%
'10% T T T T T T T T T T T T T
2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
=i—Growth rate in volume =¢—Growth rate in value'
€B! } 2.4 2.6 2.7 3.1 3.4 3.3 3.4 3.5 3.5 35 3.6 3.8 3.9 4.1
Sources: GERS dashboards — Smart Pharma Consulting analyses 1 Ex-factory price, before rebates and taxes
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In value terms, the retail generics market growth has slowed down since 2013
due to regular price cuts decided by health authorities and applied by the CEPS?

Evolution of reimbursable generics in the retail market (3/3)

€B?
= After a slow-down in 2011, the sales

: of the generics market have been re-
+5% | boosted by governmental measures
+3%. " introduced since 2012:

o +6% e
+2% /

45 CAGR = +5.3%

-4%3 419% +3%  +0% +£%’ — Increase of the national objective

+13% ~ . .
155 J - of average generics penetration
+ (i) /
301 J/ — Introduction of individual
0, /
+10% M incentives for pharmacists
+13% achieving substitution objectives

- 0, I, . .
F10% on a selection of generic groups

21 P B EM EX EE 3.6 ' — Generalization of the “Tiers

1.5 - 3.1 Payant” system, which exempts
i 2627 from upfront payment patients

1.9 2.1 accepting generic substitution

— From January 2020, limitation of
the reimbursement of patients
0.0 refusing substitution (without
. 1

12007 12008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 medical justification) at the
pugl : generic highest price?

_____ | ——

Sources: GERS dashboards — 1 Drug pricing committee —? Constant ex-factory price, before rebates and taxes —3 The 4% decrease of the market in value in 2014 was due to massive price cuts on
Smart Pharma Consulting analyses generics —*# As set by Article 66 of LFSS 2019. However, article 42 of the 2020 LFSS precises that this rule applies from two years after the publication of the 1 generic’s price
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Estimated savings generated by generics reached ~€ 3.3 billion in the year 2022 and accounted
for a cumulated ~€ 25 billion over the 2013-2022 period for the National Health Insurance Fund

Estimated?! savings generated by retail generics for the National Health Insurance Fund

€B? Total estimated cumulated savings 2013-2022: ~€ 25.3 billion

3.5 - +2%
+7%

3.0

2.5 -

2.0 -

0.5 -

0.0 -
2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

Sources: GEMME — GERS dashboards — 1 Estimates based on the ex-factory prices which correspond approximately to what is reimbursed by the National Health Insurance
Smart Pharma Consulting estimates Fund on reimbursed drugs (i.e., ~60% of the public price including 2.1% VAT)—-2 In constant ex-factory price before taxes
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CONSULTING

In 2022, Biogaran and Viatris generated more than € 2.4 B sales and
represented together ~55% of the French retail generic market in value

Top 10 generics companies on the retail market — In value (2022) %
93.1% of the generics market?
€ M2 (10 leading pharma companies out of the 90 with generics sales on the retail market in 2022)
1,500 - Total market: €4.5B
1,258
1,186
1,000 -
500 - 413 370 Average turnover = €414 M
B B OB EETTSThh P4 4 -2 oy
240 210
118
H B a
0 1 T T T T T T T _ T 1
Biogaran Viatris Sandoz Teva Arrow? Zentiva' EG Labo’ Pierre Fabre  Cristers KRKA
Market share } 28.3% 26.6% 9.4% 8.3% 6.2% 5.4% 4.7% 2.6% 0.9% 0.5%
tf‘ee“r:rt':;";z'ft?;;; P 97.0% 90.9% 69.1% 67.3% 89.6% 96.2% 91.7% 30.5% 97.2% 91.3%
2024-2022 D +6.6% +5.2% +8.1% +3.7% +5.5% 25%  +114%  -0.5% -6.4% +2.3%

1 Reimbursable and non-reimbursable, listed in the ANSM generics Directory, including quasi generics — 2 Ex-factory price,
before taxes and rebates — 3 Part of Aurobindo, since its acquisition of Actavis in 2014 —* Acquired by Advent International on
September 30", 2018 — % Subsidiary of Stada which was acquired by Bain Capital and Cinven in August 2017
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The French generics market is concentrated with 79% of the sales captured by the top 5 players,
whose market shares have been relatively stable since 2017

Market share of generics companies in the retail market (2017 —2022) %
Generics market share in value!
100% -
11% 12% 11% 11% 11% 11% Others?
4% 4% 4% 4% 4% 5% EG Labo
80% - 6% 5% 5% 6% 6% 5% Zentiva
Arrow
Teva
60% - Sandoz
40% - Viatris
20% -
Biogaran
0% -

2017

2018

2019

2020

2021

2022

Sources: GERS — Smart Pharma Consulting analyses
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The average turnover to generate operating profitability (EBITDA?) is estimated
at ~ € 500 M for generics companies operating in the retail market

Average estimated cost structure of generics companies in the retail market

% of total
sales
Minimum annual sales level to target
~ €500 M ¢ . o targ
to achieve the break-even point
100 % - .
[ ] variable costs
|:| Fixed costs

80 % - 40%

60 % -

40 % A 40%

20 % T 0, 40/

[ 5% | T 3% EBITDA
| .
[ 5% | 3%
0 % n | ]
Turnover COGS3 & Rebates to Distribution Marketing Development General
Production pharmacists & Sales & &
and wholesalers registration  Administrative

Sources: GERS — Smart Pharma Consulting analyses and estimates 1 Earnings before interests, taxes, depreciation, amortization —2 Before M contribution (safeguard clause) — 3 Cost of goods sold
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The retail generics market evolution over the 2022 - 2027 period — expressed in gross price —
will mainly result from the patent expiry of originators and the price cuts imposed by the CEPS?

Drugs sales forecast by segment (2017 — 2022 — 2027) %

CAGR® CAGR
€B? 2017-2022 2022-2027
v v
45 42,6 e Total Market +4.0% +2.0%
38.6 T
T BE—— Hospital sales3 +3.0% +1.5%
31.7
13.4
0o+ ( {1 1 | e e e e e — = — - 1
1.8 [ | I Not reimbursed | _1.4% ___]._.Zg/o_l
11.6 — i : Biosimilars | +36.6% +10.8%
e e O Generics | +3.4% 1 +1.4% |
..... 2 1
Off-patent . -2.8% -5.5%
originators .
15 - . 1
- Reimbursed +5.2% +2.6%
Patent-protected P
----- and other : +5.8% 1 +3.0%.
specific drugs* \
|
0 n =~ - - -
2017 2022 2027
20.1 25.1 28.1 <« Retail sales +4.5% +2.3%
Sources: GERS dashboards — 1Drug pricing committee — 2 Constant ex-factory prices, before rebates and taxes — 3 Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded
Smart Pharma Consulting estimates medicines —* Sales of drugs whose patents have not expired and of other specific products (calcium, sodium, potassium, paracetamol, etc.) —° Compound annual growth rate
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It is estimated that in 2027, the retail generics market value expressed in net sales will account
for 59% of the one in gross sales, considering the average discounts levels granted to pharmacists

Drugs sales forecast by segment (2017 — 2022 — 2027) %

CAGR* CAGR
€B! 2017-2022 2022-2027
v v
36 - 34.9 o Total Market +4.2% +2.3%
31.2
1oV R SR Hospital sales? +2.3% +1.7%
25.4 / 8.7 e e e e e |
24 | p 2? I, ........................... Not reimbursed | _1.4% __'.1..2%__
1 Biosimilars | +36.6% 1 +10.8%.
7.7 o S 1 Generics I +3.4% L+1.4%
..... 1 3
| Off-patent ! -2.8% 5.5%
pmvj originators |
S s 1 I
1 1
1 L H | 0 0
12 A I Patent-protected Relmbursed | 5.3% __4-_2_'?_/(:_
97 = 1 and other 1 +5.8% :_ +3.0% _:
I specific drugs3 1
Q | I
| |
I - — — - J
0 - T~z --"
2017 2022 2027
17.7 225 25.4 4 Retail sales +4.9% +2.5%
Sources: GERS dashboards — 1 Constant ex-factory prices, before rebates and taxes — 2 Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded medicines
Smart Pharma Consulting estimates 3 Sales of drugs whose patents have not expired and of other specific products (calcium, sodium, potassium, paracetamol, etc.) —* Compound annual growth rate
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French health authorities will keep on supporting the development of the retail generics for
economic reasons, and the market leaders will be in a better position to seize this opportunity

Key Takeaways
= The French retail generics market is expected to grow at +1.4% p.a. over the 2022 — 2027 period

= The government will keep on favoring * Product portfolio breadth and commercial
the development of generics to contain 7 offer are key determinants to be listed by
the growth of reimbursed drug cost A smart Pharma VTOs? retail pharmacists adhere to

The French Retail

= The market share of the two leaders Generics Market = Generics companies having the
(Biogaran & Viatris) should further . highest market share exhibit the
increase from 55% to 60%* setion Analys highest level of profitability

2027 Perspectives

* The average discount level granted by » The profitability generated by retail
generics companies to pharmacists generics should be maintained, or even
(~40%) should not increase by 2027 slightly improve for the leading players

= The market growth will be strongly driven by the number and the importance of original brands which will lose
their market exclusivity by 2027 and the price cuts imposed by health authorities through the CEPS3

s . . 1 Smaller players on the retail generics market may decide to abandon this market segment, like Sun Pharma did recently —
ources: Smart Pharma Consulting 2 o “ on 3 L .
Voluntary Trade Organizations called “Groupements de Pharmacies Drug pricing committee
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Smart Pharma The French Biosimilars Market

Leveraging its expertise and experience re. biosimilars market specificities, Smart Pharma
Consulting has analyzed the current French situation and estimated its likely evolution

Introduction

Smart Pharma Consulting expertise regarding the biosimilars market

= Strategic and management missions carried out regarding = Position papers and reports published about biosimilars:
the biosimilars business of 12 pharma companies in France _ The French Healthcare System & Pharmaceutical Market
and abroad: (2012 - 2013 - 2014 — 2015 — 2017)
— Accord Healthcare — Amgen — Biogen — Fresenius Kabi — The Global Biosimilars Market Outlooks (2015)

— The French Generics Market (incl. Biosimilars) (2018)
— French Biosimilars Market — Key success factors (2019)
— The French Pharma Market Prospects (2019 — 2021 — 2023)

Context — Objective — Methodology

= As it has been the case with generics over the past 25 years, = This position paper analyzes the current biosimilars market

— Gedeon Richter — Hospira — Mundipharma

— Organon — Pfizer — Sandoz — Teva — Viatris

the French government intents — cautiously — to facilitate situation with a differentiation of the hospital and retail

the development of the biosimilars market by: segments and...

— Encouraging physicians’ prescriptions with incentives = .. estimates their 2027 gross and net sales perspectives

— Expending the number of substitutable biological drugs by * To do so, the consultants have capitalized on their long
retail pharmacists experience and strong expertise re. this strategic segment

Sources: Smart Pharma Consulting
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So far, the development of the biosimilars market has been mostly driven by the prescription
of physicians which is encouraged by health authorities and certain hospital managers

Stakeholders involved in the French biosimilars market

Health Authorities & Payers?!

= Health authorities and payers have introduced a series of measures to convince hospital and office-
based physicians to prescribe more biosimilars, either as an initial treatment or as a switch

-0

Retail market segment

i

N L

Hospital market segment

_a

Hospital Pharmacists

an

Office-based Retail Pharmacists

o & ¢

Hospital-based

(listing & dispensing) Physicians PatiIents Physicians (dispensing)
* Hospital pharmacists play a key role in: || = Physicians’ Rx of biosimilars vary = Retail pharmacists are divided re. the
— Listing biosimilars according to the products substitution of biological drugs...
— Purchasing biosimilars, being = Patients and PAGs still wary re. the = .. which is only allowed for filgrastim
responsible for calls for tenders Rx of biosimilars and pegfilgrastim as of February 2024
Sources: Smart Pharma Consulting 1 National Health Insurance Fund
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The French biosimilars market is split in two different segments that require,
from pharma companies, different strategies, tactics and organizational models to succeed

Specificities of biosimilars market segments

Hospital market segment

Prescribed, purchased and delivered at hospital
(e.g., bevacizumab, infliximab 1V, rituximab,
trastuzumab)

Definition

Free pricing for drugs included in the T2A system?

Responsibility tariff set by the CEPS? at -30% for drugs
on-top of the T2A list3 (e.g., infliximab IV, rituximab)

Pricing

Mainly purchased through tenders or to a lower
extent through negotiated agreements

Possibility to grant rebates to hospitals
Strong price pressure

Purchasing

Medical activity carried out by MSLs to reassure
prescribers about the quality of the biosimilars

Key account management activity carried out by
KAMs to win tenders and set up a follow up plan

Medico-marketing
activities

Retail market segment

Prescribed by hospital and/or office-based specialists,
purchased and delivered by retail pharmacies only
(e.g., follitropin alfa, somatropin) or by hospital
pharmacies too (e.g., epoetin, filgrastim)

Ex-factory price initially set by the CEPS at -40% below
the price of the original biologic before its price is cut,
following biosimilars entry

The level of rebates to retail pharmacies is legally
limited to a maximum of 2.5% of the ex-factory price
which is in general granted by wholesalers*

Limited price pressure on retail sales

Medical activity carried out by MSLs to reassure
prescribers about the quality of the biosimilars
Promotional activity carried out by marketers and
med reps to be prescribed to in- and out-patients

Sources: Smart Pharma Consulting analyses

1 Activity-based costing system similar to a diagnosis-related group-based funding system —2 Drug pricing committee — 3 Includes the most expensive drugs for

which the CEPS sets a maximum reimbursed price called “Responsibility tariff” which is 30% (for hospital-only drugs) below the price of the original biologic before

its price is cut, following biosimilars entry —*4 Pharma companies are not used to giving discounts to retail pharmacists for their biosimilars

The French Biosimilars Market — Situation Analysis & 2027 Perspectives
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Biosimilars prices on the hospital market are either free or set by the drug pricing committee
(CEPS), while on the ambulatory market they are always regulated

Biosimilars price regulation — The CEPS Doctrine

Hospital market segment

= |f the reference biological drug is included in
the T2A (activity-based costing system), thus
its price, as well as its corresponding
biosimilars ones, will be unregulated

= |f the original biologic is on:
— The top of T2A hospital drug list* or
— The reassigned drug list?
The CEPS applies the following pricing

principles, when the first biosimilar enters the
market:

— A 30% price cut for the original biologic and
its biosimilars

— 24 months and 48 months later, 10% to
30% additional price cuts depending on
differences observed between actual net
prices and prices set by the CEPS

Retail market segment

= At the entry date of biosimilars:

— The CEPS sets the price of biosimilars 40%
below the price of the originator

— The original biologic is imposed a price cut
of 20%

= 24 months and 42 months after the entry of
the first biosimilar:

— Additional price cuts from 5% to 15%
aimed at price convergence...

— ... and depending on the respective market
shares of the original biologic and of its
biosimilars

will be imposed

Sources: CEPS Activity Reports — LEEM — IRDES — Decree of March 25, 2016,

regarding modalities of inscription to the on top of T2A list —

Smart Pharma Consulting analyses

The French Biosimilars Market — Situation Analysis & 2027 Perspectives

IThis list includes expensive products which are funded on top of the hospital service tariffs (hospital budget) to
improve patients access to innovation —2 These products, which are on the retrocession list, can be sold to outpatients

by the hospital pharmacies and, in such a case, are funded by the National Health Insurance Fund
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2.5 years after the entry of the first biosimilars, the net price of infliximab
(ex-factory price minus hospital rebates) has been reduced by ~76%

Hospital biosimilars pricing: Example of infliximab (Remicade)

Reference prices applied to infliximab Paris Hospital Group (AP-HP) tenders
|
[ |

""""""""""" “45% ==mmmmmmmsssssssssssee
i
] !
! 1
! 1
! 1
! 1
! 1
1 1
! 1
! 1
1

4 b -52% ------- 1

] 1

100% 90% ; :

(€482.67)* (€434.40)* 79% ]

(€382.28)* !

i

1

v

24%
(€114.68)*
Responsibility 15t responsibility 2" responsibility 3 responsibility 15t tender won by 15t tender won by
tariff for Remicade tariff cut by the CEPS tariff cut by the CEPS tariff cut by the CEPS Inflectra (Hospira) Flixabi (Biogen)
since June 2011 November 2014* September 2016 Mach 2018 July 20152 August 20173
1%t biosimilars launch - Feb. 2015
Note: Infliximab being on the top of T2A hospital drug list, has a maximum reimbursed price called “Responsibility tariff”
set by the CEPS (drug pricing committee) — As of February 2024, the responsibility tariff is set at 109.9€* * Per unit

1 Applied to all infliximab, including biosimilars —? In 2015, the average level of discounts for biosimilars was estimated at 30% at the
national level —3 This discount rate was estimated to reach 50% in 2018 for the original biologic and the biosimilar manufacturers.
This explained why the penetration of biosimilars was still quite limited 3.5 years after biosimilars entry

Sources: Desk research, APM News, Business Intelligence, Smart
Pharma Consulting analyses
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Substitution of biosimilars by retail pharmacists is allowed for
two products (filgrastim and pegfilgrastim) since April 2022

= A biosimilar drug is any biological
drug that has the same qualitative
and quantitative composition of
active substance and the same
pharmaceutical form as an original
biologic...

= ... but does not fulfill the conditions
for being regarded as a generic due
to differences related to raw
material variability or
manufacturing processes requiring
the achievement of additional
preclinical and clinical data under
regulatory conditions...

= .. demonstrating that the biosimilar:
— Is similar to the original biologic

— Does not differ significantly
from the originator in terms of
quality, efficacy and safety

Regulations related to biosimilars

Biosimilar drugs® Inter-
changeability

Biosimilar
register

Biosimilar
substitution
right

The ANSM has specified in May 2016 that inter-changeability was possible
between biologic drugs belonging to the same similar biologic group

The ANSM? has created in 2017 similar biologic groups, each of them defined by
an original biologic and its corresponding biosimilars, listed by brand name

France allowed the substitution of biosimilars, in December 2013, but in the
absence of implementation decrees, this law has never been implemented
After having been abrogated in 2020, the substitution right has been
reintroduced in 2022, with a decree authorizing the substitution by retail
pharmacists of 2 products: filgrastim and pegfilgrastim

The Article 54 of the PLFSS 2024 stipulates that two years after the publication
of the reimbursement listing of the first biosimilar, in a given group, a decree
will authorize the substitution by retail pharmacists within this group, unless
the ANSM issues an opinion to the contrary before the end of these two years

Substitution is possible, provided:
— The biological products belong to the same similar biologic group
— The prescriber has not explicitly prohibited, in writing, the substitution of
the prescribed drug
— The retail pharmacist has informed the prescriber, the patient and
recorded the details of the biosimilar delivered
— The biological product delivered does not induce higher costs3

Sources: Public Health Code — Official Gazette — ANSM —Smart Pharma Consulting analyses

The French Biosimilars Market — Situation Analysis & 2027 Perspectives

1A specific legal framework for biosimilars was introduced in Europe on March 31, 2004, and the first biosimilar was
authorized by the European Commission in April 2006 —2 “Agence nationale de sécurité du médicament”: National
Agency for the Safety of Medicines and Health Products — 3 For the National Health Insurance Fund
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Health Authorities are strongly determined to accelerate the penetration of biosimilars,
but remain relatively cautious to avoid any potential public health issue

Health Authorities measures to boost biosimilars

2017 — Ministerial Order LFSS 2018 — Focus on the CAQES LFSS 2018 — Article 51

= The DGOS}!, DSS?, DGS3 and the UNCAM* = Since January 2018, CAQES>, signed = |n August 2018, the Ministry of Health
published an order on October 12th, 2017, to between hospitals, ARS and the local launched a call for application to foster
require the Regional Health Agencies (ARS) to branch of the National Health Insurance the hospital prescription of biosimilars
promote the use of biosimilar drugs Fund, have set prescription targets for delivered in retail pharmacies
* To do so, ARS are invited to: biosimilars Objective
— Inform patients about biosimilars Objective = 15-pointsincrease in Rx rates in the 45
- H.arr'no'nize prescribers’ practices in favor of = Achieve a 70% biosimilars penetration in Expe_rirr;ental vs. non-experimental
biosimilars units at hospital, at national level® ospitals
— Help hospitals organize tenders as soon as Implementation
‘e Implementation
b|0$|m|Iar.s are on the market ' P o S = Duration: 3 years
- De\{elop financial to_ol§ to measure the * Promotion of l?105|mllars prescriptions in = Scope: etanercept and insulin glargine at
savings related to biosimilars the reference list national level”
= The DGOS has indicated that physicians are = Remuneration of hospitals: 20% of the = Remuneration of hospital services: 30%
authorized to switch one biological drug by price difference between the original of the price difference between the
another similar one during a treatment biologic and its biosimilars original biologic and its biosimilars
= Bonus program encouraging office- SHClsgeaisie = Incentives for office-based physicians to Rx seven biosimilars through
based physicians to comply with “best of the medical initiations or switches: adalimumab, enoxaparin, etanercept, follitropin
prescribing practices”, and thus to Convention alpha, insulin aspartate, ranibizumab and teriparatide
prescribe the insulin glargine biosimilar (2021) = Maximum threshold incentive per office-based physician: € 7,000 p.a.

I Directorate of Health Care Supply —2 Directorate of Social Security — 3 Directorate General for Health —* National Union of Health Insurance Fund —

Sources: Decree related to CAQES and setting quality and efficiency 5 Contract for healthcare quality and efficiency enhancement. For 2023-2024 new CAQES have been set and objectives are now determined at regional levels only —
reference objectives — Smart Pharma Consulting analyses %In December 2017, the government had set the global (hospital and retail markets) objective of a 80% biosimilar penetration by 2022 —7 Adalimumab has entered in
the scope of the experiment in the second quarter 2019, involving 40 hospitals — & Remuneration on public health objectives for a better efficacy/cost ratio
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The outcomes of the “Borne Mission”, published in August 2023, made several
recommendations to the government to boost the use of biosimilars in the retail market

” Borne Mission”! recommendations re. the retail biosimilars market

Current situation = Penetration: 80% on the hospital market but only 31% on the retail market?

_ = To actively boost the use of biosimilars on the retail market — while considering patients’

Objective expectations — to reach a level similar to the hospital one

= |nitiations by GPs could be accelerated through a binding mechanism

= Substitution should be decided on a case-basis, depending on the disease, the patient, the
traceability

= Fees paid to retail pharmacists should come from a reallocation of incentives yet given for generics,
and capped

= Extension of the substitutable biosimilars list decided by the ANSM in conjunction with the Leem,
physicians’ associations and PAGs3

The biosimilars margin made by retail pharmacists should be equalized to that of originators until the
penetration objective is reached

= Retail pharmacists should be committed to ensure the continuity of delivered biosimilars, especially
in case of chronic diseases

= |Information campaign targeted at retail pharmacists first, and then at patients, should be launched

Recommendations

= |Information of GPs about the existing financial incentives that will be maintained

= Previous consent to be obtained from the National Health Insurance Fund when a treatment is
initiated by an original biologic although biosimilars are available

Sources: Report of the “Mission Borne” August 2023 — 1 Properly named “Healthcare products regulation” mission —? Based on interviews carried out
Smart Pharma Consulting analyses by the working group — 3 To do so, the ANSM has set up a working group in February 2024
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The preferred generics suppliers, contributing to ~27% of retail pharmacies total gross margin,
are the best positioned to take advantage of the substitution right granted to biosimilars

Weight of generics in the economic structure of retail pharmacies (2022)*

Average annual turnover of a retail pharmacy in 2022: € 2,265 K

Gross margin by segment (public prices excluding VAT) .
100%
100% -
80% -
60% - 59%
12%
€85K
40% - 34% ‘W’
........................................................................................................... 27% 4 Gross margin= 32.4%
20% (€200 K) Relative weight of each
4 segment in gross margin
(€ 265 K) total =€ 735K
0% . . o )
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% % of total sales
Reimbursable drugs! Reimbursable Services
(ethicals and semi-ethicals) generics? (Covid-19 vaccination,
antigenic tests, others?)
Other healthcare
products?
s Rlativewelght of exc
* Data estimated based on a sample of 1,807 retail pharmacies
. . . . % Including dispensing fee —2 Including commercial cooperation with generic companies. The preferred generics supplier ensures ~90% of total
Sourcest_. cGp Expte r;]s (I:orznggf ie; (2053;)})— Extergml mltf' rv’ewts_ W’l;h segment, making him the 1 contributor to the retail pharmacies’ profits — 3 Including OTC and “lifestyle” Rx products, medical devices, food
gccounting experts (July mart Fharma tonsulting estimates supplements, para-pharmacy products, etc. —* Remuneration for services corresponding to public health objectives (ROSP), new missions, etc.
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Biosimilars, whose first products were launched in France in 2007, achieved gross sales
of € 1.3 B in 2022, almost equally split between the hospital and the retail market segments

Evolution of the biosimilars market (2009 — 2022)

Retail

D

MW Hospital

CAGR?
em (2009-2022)
1,500 - v
ros 1278 [ vaa%
1,250 - 1172 -
+23/
952 ,
1,000 - +19 % se0%
+51/
750 -
530 /
500 +78/
298 ,'
206+45/ +38%
250 - 369 125+65/
p 26% 82 +12% 917
11+159% 29 +48% 43 +4_9__4 65 +===__'_______= p— ﬂ
0 T T T T T T T T T T T T T 1
2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
ﬁgi;?tglfsales P 13% 15%  24%  19%  22%  16%  29%  48%  55%  65%  60%  53%  54%  48%
f:tzflfgles D 87% 8% 76% 81%  78%  84%  71%  52%  45%  35%  40%  47%  46%  52%

Sources: GERS — Smart Pharma Consulting analyses
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1 Ex-factory prices before rebates and taxes — 2 Compound annual growth rate
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After rebates, the biosimilars market reached € 778 M in 2022, with retail sales accounting for
~84% of the total market in net value, reflecting the low profitability of the hospital market

Evolution of the biosimilars market (2009 — 2022) %

M Retail M Hospital CAGR?
€M (2009-2022)
1,000 - v

+17% 178 rq_ +40% i

750 -
+21% 964 +60%
+32% 547
500 - \a
+63% /
96

v5a% 258 / +38%

250 - 05 B
+31% /.
+32% 125777
35 +56% 54 1t23% 67 +17% 78+21% 95 - -l -
10+153% 26 +35% e o ..hH =22 E
0 - N | | ﬂ E

2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

ﬁgg;?tglfsales } 3% 3% 6% 4% 5% 4% 8% 16%  20%  27% 23%  18% 19%  16%

Share of 97% 97% 94%  96%  95% 96% 92% 84% 80% 73% 77% 8%  81%  84%
retail sales
Sources: GERS — Smart Pharma Consulting analyses 1 Ex-factory prices after estimated rebates and before taxes — 2 Compound annual growth rate
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In 2022, hospital-only drugs (i.e., bevacizumab, infliximab IV, rituximab and trastuzumab)
accounted together for ~88% of the hospital biosimilars market in value

Top 10 INNs — Hospital biosimilars market (2022)

99.3% of the hospital market

€M!? Total market (gross price): € 0.6 B
250 - :
Rebates M Net sales
200 -
150 -
100 -
50 -
19 18 16
7777 15 T 15 13 6 5 5 4 4 3
0 1 T T 4.I 4 T 3I 1 T 1 T 1 1
Bevacizumab Infliximab Rituximab Trastuzumab Filgrastim  Enoxaparin Epoetin Epoetin  Pegfilgrastim Insulin
v . sodium alfa zeta glargine
'lIlIlllIlIlIlIlllIlllllllllllllllllllllll? lllllllllllllllllllllllllllllllllllllllll A T ‘ llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll
Hospital-only biosimilars Hybrid biosimilars?
Market share } 37.2% 22.0% 18.1% 10.9% 3.0% 3.0% 2.6% 1.0% 0.8% 0.7%
Number of
biosimilars } 4 4 3 6 > > 1 1 6 1
Rebates rate } 80% 80% 80% 80% 80% 80% 80% 80% 80% 80%

Note: Additional biosimilars available on the hospital market, as of February 2024: eculizumab, follitropin alpha, insulin aspartate, ranibizumab, somatropin, teriparatide

Sources: GERS — Assurance Maladie (Dec. 31, 2023) — Smart Pharma Consulting analyses 1 Ex-factory prices before taxes —2 Products delivered whether at hospital or in retail pharmacies
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In 2022, adalimumab, pegfilgrastim and filgrastim led the French biosimilars retail market,
accounting together for ~53% of the market in value

Top 10 INNs — Retail biosimilars market (2022)

96.0% of the retail market

€M!? ia).
Total market (gross price): € 0.7 B
200 - H
173 riRebates M Net sales
150 -
101
100 -
2
50 - 45 42
33 27
22
0 T T T T T
Adalimumab Pegfilgrastim Filgrastim  Etanercept Epoetin Infliximab Insulin Epoetin Somatropin  Follitropin
alfa SC glargine zeta alfa
Market share } 26.3% 15.3% 11.6% 10.0% 7.5% 6.9% 6.3% 5.0% 4.0% 3.3%
Number of
biosimilars } 8 J > 3 ! 1 1 1 1 2
Rebates rate } 0.0% 2.5% 2.5% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
Note: Additional biosimilars available on the retail market as of February 2024: enoxaparin sodium, insulin aspartate, ranibizumab, teriparatide
Sources: GERS — Assurance Maladie (Dec. 31, 2023) — Smart Pharma Consulting analyses 1 Ex-factory prices before taxes
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4 years after the 15t enoxaparin biosimilar entry, the biosimilar penetration remains limited to
17% with Viatris and Biogaran accounting together for 83% of the biosimilars market in Dec. 2022

Enoxaparin biosimilars penetration — (Hospital* & retails markets)

Biosimilars and generic market penetration
(as a % sales in volume)

18% Medical convention — 9t" amendment
16% - i
14% - i
12% -
10% - | 10%
0% 9% I9%
8% - E
6%
6% - i )
4% - i 4’ 4%
2% i 1%
/\/’\A i <i%
0% T T T T T T i i i i i i i i i i i i L i i i i i i i [ <1%
A O D F A ] A O D F A A O D J A O D F A A O D
<+—2018—>»<¢——2019 < 2020 >« 2021 < 2022 >

Illustrative

Total biosimilars penetration

Inhixa (Viatris)

enoxaparine Biogaran

Crusia (Rovi)

enoxaparin Arrow .
enoxaparin Becat (Rovi)

enoxaparin Teva

* The hospital market segment accounted for ~51% of the volume sold in 2022

Sources: GERS (December 2022) -
Smart Pharma Consulting analyses
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I Incentives introduced to encourage office-based physicians’ prescription of enoxaparin biosimilars
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~3 years after the 15t teriparatide biosimilar entry, biosimilar and generic penetration share
reached together 66% in Dec. 2022, with Biogaran generic and Movymia leading the market

Teriparatide biosimilars and generic penetration — (Hospital* & retails markets)

Biosimilars and generic market penetration Illustrative
(as a % sales in volume)

75% 1 Medical convention — 9" amendment
(Sep. 2021)*
i 64% 66% Total biosimilars and
° generic penetration
50%
25% teriparatide Biogaran?
25% 24% Movymia
(EG Labo / Nordic Pharma)
12% Terrosa (Arrow)
5% Livogiva (Theramex)
0% <1% Sondelbay (Accord)
D A 0] D
<+—2019—><¢ 2020 > < 2021 > < 2022 >
* The hospital market segment accounted for ~4% of the volume sold in 2022
Sources: GERS (December 2022) - I Incentives introduced to encourage office-based physicians’ prescription of teriparatide biosimilars —
Smart Pharma Consulting analyses 2 Generic in shortage since beginning of 2023
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In 2022, Sandoz, Amgen, Pfizer, Celltrion and Biogen generated individually more than
€ 100 M sales and represented together ~73% of the French biosimilars market in value

Top 10 companies on the biosimilars market — In value! (2022) %

92.5% of the biosimilars market

€ M2 : (10 leading pharma companies out of the 22 with biosimilars sales in 2022)
294 Total market: € 1.3 B
300 -
250 -
200 - 191 187
150 - 129 125
Average turnover=€ 117 M
100 - 63 0
46
0 1 T T T T T T 3 T - T -_\
Sandoz Amgen Pfizer Celltrion Biogen Organon Viatris Lilly Accord Mundipharma
Healthcare
Market share } 23.0% 15.0% 14.6% 10.1% 9.8% 5.0% 4.7% 3.6% 2.9% 2.8%
Biosimilars weight ) 3¢ 104 23.2% 12.0% 100.0% 27.0% 21.7% 2.4% 8.1% 8.7% 65.4%
in the portfolio
2021-2022 D +16.85  +16.4%  -19.8% -2.6% +5.5%  +29.8%  +46.4%  +14.4%  +8.7%  -19.1%

Note: Additional companies operating on the French biosimilars market as of February 2024: Arrow, Biocon, Biogaran, EG Labo, Fresenius Kabi, Gedeon Richter, Rovi,
Samsung Bioepis, Sanofi, Teva, Theramex, Zentiva

1 Both retail and hospital sales —? Ex-factory price, before taxes and rebates —3 Company founded in November
Sources: GERS — Assurance Maladie (Dec. 31, 2023) — Smart Pharma Consulting analyses 2020 by the merger of Mylan, Mylan Medical and Pfizer Upjohn activities. In December 2023, Viatris transferred
its biosimilars portfolio to Biocon Biologics (excluding Inhixa, its biosimilar of enoxaparin sodium)
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As of December 2023, 22 pharma companies were operating in the biosimilars market, of which
six are R&D-based companies, with no or little business interactions with retail pharmacists

Biosimilars portfolio structure of pharma companies (2023) — (1/2)

Pharm? Beva* L Teri [Trastu* .Peg Total
Companies glarg Filgras
X X X X 4

Accord
Healthcare
Amgen® X X X X 4
Arrow* X X 2
Biocon 1 1 1 1 1
Biologics X X X X X 5
Biogaran® X 2 X X 3
Biogen® X X X 3
Celltrion
Healthcare X X X X X 5
EG Labo* X X X X3 4
Fresenius
Kabi X 1
Gedeon
Richter X 1
Lilly® X 1

* Hospital-only biological molecules — ° R&D-based companies with no or limited activity at retail pharmacies level —* Generics companies with an important activity at retail pharmacies level

Sources: GERS (December 2023) — Assurance Maladie (December 2023) - 1 Business acquired from Viatris in December 2023 —? Biogaran markets a teriparatide version having the status
Smart Pharma Consulting analyses of generics that can benefit from retail pharmacists’ substitution — 3 In partnership with Nordic Pharma
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Pfizer and Sandoz have the broader biosimilars portfolio, ahead of Biocon Biologics
(which has recently acquired Viatris brands) and Celltrion Healthcare

Biosimilars portfolio structure of pharma companies (2023) — (2/2)

Pharm? Beva* Inflix* [l Teri [Trastu® .Peg Total
Companies glarg Filgras
X 1

Mundi-

pharma
Organon° X X 2
Pfizer® X X X X X X X X 8
Rovi X 1
Sanofi® X X1 2
Bloopist x X 2
Sandoz*" X X X X X X X X 8
Teva* X X X X4 4
Theramex X X 2
Viatris® g g X g 2 2 1
Zentiva® X X 2

Total p 8 7 2 5 2 3 2 4 1 1 1 3 3 1 4 6 5 8 66

* Hospital-only biological molecules — ° R&D-based companies with no or limited activity at retail pharmacies level —* Generics companies with an important activity at retail pharmacies level

1 No sales as of December 2023 —2 Samsung Bioepis was initially a joint-venture between Samsung Biologics and
Biogen. Since 2022, it is fully owned by Samsung Biologics —3 In partnership with Alloga —* Stimufend belonging
to Fresenius Kabi but marketed by Teva—* Business transferred to Biocon Biologics in December 2023

Sources: GERS (December 2023) — Assurance Maladie (December 2023) —
Smart Pharma Consulting analyses
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The biosimilars market will be mainly driven by high sales original biologics’ LOE!, by new health
authorities’ measures to boost HCPs prescriptions and by additional substitutable biological drugs

Authorities
& Payers

HCPs

Patients

Biosimilar

companies

Drivers & limiters of the French biosimilars market (2022 —2027)

e T e

= Biosimilars can increase access to treatments by:
— Decreasing the overall treatment costs ...
— ...and thus, increasing affordability (treatment of larger
populations)

= |[ncreasing body of evidence showing the reliability, efficacy
and quality of biosimilars

= “Precaution principle”: high cautiousness due to major public
health issues in the past (e.g., blood transfusions
contaminated with HIV, growth hormone case, sudden
increase of Pure Red Cell Aplasia (PRCA) with Eprex?)

= Substitution permitted for only for two biological molecules
since April 2022 (filgrastim and pegfilgrastim)

= Biosimilars contribute to improve hospitals financial balance
= Objective of penetration by ARS3 at hospital level (CAQES?)

= Financial incentives proposed by heath authorities for
prescribing biosimilars at both hospital- and office-based levels

= For physicians, biosimilars are an alternative to list products
(in case of shortage for instance)

= No guarantee of perfect equivalence with the original biologic
(however, in practice, no specific nor significant issues have
been reported following the prescription of biosimilars)

= Physicians have often established close relationships for many

years with original biologic companies, which may slowdown
the use of biosimilars by some of them

= None, except in cases where patients might have to bear
(totally or partially) the cost of biological drugs®

= Preference for original biologic, in principle, especially in the
case of serious and/or chronic diseases

®= Increasing number of biosimilar products per molecule
accelerates market penetration and reduces hospital prices

= ~14 original biologics representing together € 2.6 B sales in
2022 will lose their market exclusivity by the end of 2027

= The intensification of competition drives hospital biosimilar
prices down and jeopardizes biosimilar companies’ profits...

= .. making the market much less attractive for new market
players

Sources: List of biologics patent expiring between 2022 and 2027, GreyB (2021) -
Legifrance (2024)— Smart Pharma Consulting analyses based on external interviews

1 Loss of exclusivity —2 Increase in PRCA explained by an increase in the immunogenicity of Eprex following a formulation change in

1998, in which the human serum albumin stabilizer was replaced with polysorbate 80 and glycine —3 Regional Health Agencies —
4 Contracts for healthcare quality and efficiency enhancement. In the new CAQES (2023 — 2024), there is no national objectives.

However, at regional level, ARS can set prescription rate objectives for biosimilars —> Which does not apply to the French context, so far
The French Biosimilars Market — Situation Analysis & 2027 Perspectives
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The biosimilars market evolution over the 2022 — 2027 period — expressed in gross price —
will strongly depend on patent expiries of original biologics and price cuts of the CEPS!

Drugs sales forecast by segment (2017 — 2022 — 2027) m

CAGR® CAGR
€B? 2017-2022 2022-2027
v v
45 - / T 3 S — Total Market +4.0% +2.3%
38.6 .
.............................. Hosp|ta| sales3... +3.0% +1.5%
14.5
31.7 S I 0 N - of which
13.4 2.9 hospital biosimilars +30.3% +36.3%
0o L e e e e e e e ————
06 18 il Not reimbursed 1| -1.4% -1.7%
11.6 Biosimilars I +36.6% +22.3%
2;0 Generics I +3.4% +1.4%
..... Of.f'.patent I '2-8% _5.5%
originators I
|
15 + . I 1) )
L Reimbursed | +5.2% +2.6%
Patent-protected :
----- and other : +5.8% +3.0%
specific drugs* |
|
0 - === -
2017 2022 2027
20.1 25.1 28.8 « Retail sales +4.5% +2.8%
0.3 1.3 4.7 4 Total biosimilars +33.8% +29.7%
Sources: GERS dashboards — 1 Drug pricing committee — 2 Constant ex-factory prices, before rebates and taxes —3 Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded
Smart Pharma Consulting estimates medicines —* Sales of drugs whose patents have not expired and of other specific products (calcium, sodium, potassium, paracetamol, etc.) —°> Compound annual growth rate

The French Biosimilars Market — Situation Analysis & 2027 Perspectives February 2024 72



Smart Pharma The French Biosimilars Market

CONSULTING

It is estimated that the total average net prices of biosimilars in 2027 will be 57% below their
list prices considering hospital and retail pharmacies! rebates granted by pharma companies

Drugs sales forecast by segment (2017 — 2022 — 2027) %

CAGR? CAGR
€B? 2017-2022 2022-2027
v v
36 B 35_2 ................................ Total Market +4_2% +2_4%
31.2 e Hospital sales3 +2.3% +1.7%
: ... of which
25.4 . O hospital biosimilars +30.3% +38.7%
: e _Notreimbursed ! -1.4% -1.7%
24 Biosimilars : +36.6% +16.3%
Generics I +3.4% +1.4%
----- Off-patent I -2.8% -5.5%
originators I
I
1
12 - Reimbursed ! +5.3% +2.7%
Patent-protected 1
""" and other 1 +5.8% +3.0%
specific drugs* :
[
— — - J
0 - T~z --"
2017 2022 2027
17.7 22.5 25.7 4 Retail sales +4.9% +2.7%
0.2 0.8 2.0 { Total biosimilars +36.4% +20.9%

Sources: GERS dashboards — 1 Assuming that by 2027, pharma companies will authorized to offer rebates to retail pharmacists of up to 20% of their biosimilars ex-factory prices —2 Constant
Smart P'h arma Consulting estimates ex-factory prices, before rebates and taxes — 3 Including hospital sales of biosimilars, products invoiced on top of “T2A” and retroceded medicines —* Sales of
9 drugs whose patents have not expired and of other specific products (calcium, sodium, potassium, paracetamol, etc.) —°> Compound annual growth rate
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The most important success factor on the hospital market is to be the 15t entrant, and on the
retail market to be a leading generics player with a broad portfolio of substitutable biosimilars

Key success factors on the hospital and retail biosimilars markets

#1 — Be the 1%t entrant

= Historical analysis shows that first entrants have a bigger market
share than the followers, especially on the hospital market segment

= When a biosimilar benefits from a temporary period of monopoly,
its probability to win hospital tenders vs. the original biologic is very
high

= Once a market has been won, it is locked for two to three years and
the following biosimilars must wait

#3 — Propose a better product & larger portfolio

= There may be some possibilities to differentiate biosimilars
amongst themselves and vs. the corresponding original biologic:

— Amgevita (Amgen) proposes a citrate-free version of adalimumab,
as Humira (AbbVie)! does since 2018, associated with less
injection site-related pain?

— Benepali (Biogen), has shown in a European study? that its
autoinjector was more convenient than the Enbrel (Pfizer) one

Pharma companies having a broader portfolio of substitutable
biosimilars are likely to be preferred by retail pharmacists

#2 — Offer the best price

The lowest the price offer, the highest the probability to win
tenders, especially for hospital-only products

Superior product attributes and/or services may help a biosimilar
product win a tender, in certain cases, only if the price offered is not
superior to 10% to 15% than the lowest bidder

On the retail market, to offer the maximum rebates to pharmacists
is a must have to benefit from substitution, and in this respect,
leading generics players have an important competitive advantage

#4 — Develop services

Services proposed to hospital pharmacists, physicians, nurses and
patients to facilitate the procurement, the prescription, the patient
education and the drug usage may play a significant role to get
preferred by hospital HCPs*

Market insights (knowledge and understanding) of in-field
collaborators are a prerequisite to deliver highly valued services

The quality of services will reinforce the reputation of the
biosimilars company and preference of HCPs for its products

Sources: Smart Pharma Consulting interviews with 5 General Managers of
companies operating in the biosimilars market — Smart Pharma Consulting analyses

The French Biosimilars Market — Situation Analysis & 2027 Perspectives

1 Which is not the case for Imraldi (Biogen) and Hyrimoz (Sandoz), for instance —2 Peter Nash, Rheumatol Ther (2016) 3:257-270 -3 Kunal
Thaku, Rheumatol Ther (2016) 3:77-89 — * Especially for products that are used in home care (e.g., subcutaneous anti-TNFs). It is essential
at the launch phase to put in place observational studies in the key centers to boost the adoption of the biosimilar brand by the HCPs
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The biosimilars market size will speed up, but its profitability will remain very low on the hospital
segment and is likely to deteriorate on the retail segment, if higher rebates are allowed

Key Takeaways

1. Biosimilars market structure and dynamics 2. French regulatory environment
= The biosimilar penetration on the hospital and retail markets = Health authorities have multiplied initiatives to boost the
are in the range of 80% and 30%, respectively biosimilars market and...
= Certain hospital-only biosimilars, such as antineoplastics, = . set a doctrine re. biosimilars price cuts over time
can reach 95% or more market share = New measures are targeted at the retail market, including
= From 2017 to 2022, biosimilars have grown by +36.4% p.a.! incentives for prescribers and pharmacists, along with the

extension of the number of substitutable biosimilars

3. 2022 - 2027 market growth 4. Customers behaviors

= The market should increase by € 1.2 B and FRENCH = Hospital listing and prescribing depend mainly

€ 3.4 B, respectively expressed in gross and net on price and product attributes

prices, thanks to the LOE of blockbusters BI IMILAR * |n the absence of financial incentives, retail
(e.8., RoActemra, Stelara, Eylea, Simponi, - OS S pharmacists have, so far, no interest to
Nplate, Perjeta, Cosentyx) and the increasing

_ 2} arit M T substitute biosimilars and...
market penetration of biosimilars recently ARKE = ... physicians remain the key market driver
launched (e.g., eculizumab, ranibizumab) - PNy Y

5. Competitive landscape 6. Key success factors
= Pharma companies having a strong presence on the retail = Enter first the hospital market and be the lowest-priced
market exhibit attractive margins because rebates are bidder or offer a better product
capped at 2.5% of biosimilars ex-factory prices?... * Be a leading generics player with a broad portfolio of
= ... which is not the case on the hospital market? substitutable biosimilars (e.g., Sandoz, Teva)

1In net value —2 However, health authorities are likely to increase the capping in the short-term, at probably ~20%

Sources: Smart Pharma Consulting of ex-factory prices —3 The rebates are not capped per se. The limit is the sale below cost which is forbidden
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Smart Pharma Biosimilars Substitution Impact

The purpose of this study is to help pharma companies define an optimal strategy considering
the expected extension of biosimilars authorized to be substituted by retail pharmacists

Introduction

= The art. 54 of the LFSS! 2024 published in December 2023 = The objective of this study is to evaluate:
aythor!zes the substitution by r.etall pharmacists of — The likely changes re. the substitution of biosimilars over
biosimilars, two years after their market entry, unless the the 2024 — 2027 period, on the retail market

ANSM? gives a negative opinion
8 g P — The possible impacts on the behavior of involved

= This change in the retail market environment should have stakeholders
different impacts on companies marketing biosimilars
according to their product portfolio and their current
presence at retail pharmacy level

Methodology

= Desk research (professional magazines, Smart Pharma — 9 Pharma companies operating on the retail biosimilars
Consulting and other experts’ reports) market

— i i 3
= Market database analysis (2019 — 2023) 20 retail pharmacists and 3 VTOs

= |nterviews of 38 key stakeholders to gather insights re. their
vision, opinion and likely behavior:

— 6 professional associations

— The specific strategic implications for pharma companies
depending on their competitive position and ambition

= Market scenario building and strategic options
development and evaluation for pharma companies on the
retail biosimilar market

1 Loi de Financement de la Sécurité Sociale (Social Security Financing Act) — 2 Agence Nationale de Sécurité
Sources: Smart Pharma Consulting du Médicament (National Agency for the Safety of Medicines and Health Products) — 3 Voluntary Trade
Organizations (pharmacy groups)
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So far, the development of the biosimilars retail market has been mostly driven by the
prescription of hospital and office-based physicians which is encouraged by health authorities

Stakeholders involved in the French biosimilars market

Health Authorities & Payers?!

= Health authorities and payers have introduced a series of measures to convince hospital and office-
based physicians to prescribe more biosimilars, either as an initial treatment or as a switch

@ Hospital-based

Physicians

i)

Office-based
Physicians = Retail pharmacists are divided re. the
substitution of biological drugs...

. Retail Pharmacists
Patients (dispensing)

—)
20 o
—)

‘l"
g
#

= Prescriptions of biosimilars by

- . = Patients and PAGs? still wary = .. which is only allowed for filgrastim
physicians depend on patients L . .
re. the Rx of biosimilars and pegfilgrastim as of May 2024
and the products
Sources: Smart Pharma Consulting analyses 1 National Health Insurance Fund —? Patients Advocacy Groups

The French Retail Biosimilars Market — Situation Analysis & Strategic Options May 2024 78



Smart Pharma Biosimilars Substitution Impact

The French retail biosimilars market requires from pharma companies’ strategies, tactics and
organizational models to succeed that are different from the hospital market segment ones

Specificities of the retail biosimilars market

® Prescribed by hospital and/or office-based specialists, purchased and delivered by
retail pharmacies only (e.g., follitropin alfa, somatropin) or by hospital pharmacies
too (e.g., epoetin, filgrastim)

Definition

® Ex-factory price initially set by the CEPS at -40% below the price of the original
biologic before its price is cut, following biosimilars entry

Pricing

The level of rebates to retail pharmacies is legally limited to a maximum of 2.5% of
the ex-factory price which is in general granted by wholesalers?

Purchasing

® Limited price pressure on retail sales

® Medical activity carried out by MSLs to reassure prescribers about the quality of the
Medico marketing biosimilars

activities ® Promotional activity carried out by marketers and med reps to be prescribed to in-
and out-patients

Sources: Smart Pharma Consulting analyses 1 Pharma companies are not used to giving discounts to retail pharmacists for their biosimilars
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Substitution of biosimilars by retail pharmacists is yet allowed for filgrastim and pegfilgrastim,
and should be extended to additional biologics, from 2024 onwards

Regulations related to biosimilars

Biosimilar drugs? Inter-
aeee——————l  Changeability

The ANSM has specified in May 2016 that inter-changeability was possible
between biologic drugs belonging to the same similar biologic group

= A biosimilar drug is any biological —
drug that has the same qualitative B'OS'_m'Iar
and quantitative composition of register

The ANSM?has created in 2017 similar biologic groups, each of them defined by
an original biologic and its corresponding biosimilars, listed by brand name

active substance and the same
pharmaceutical form as an original
biologic...

= ... but does not fulfill the conditions
for being regarded as a generic due
to differences related to raw
material variability or
manufacturing processes requiring Biosimilar
the achievement of additional substitution
preclinical and clinical data under right
regulatory conditions...

= ... demonstrating that the biosimilar:
— Is similar to the original biologic

— Does not differ significantly
from the originator in terms of
quality, efficacy and safety

France allowed the substitution of biosimilars in December 2013, but in the
absence of implementation decrees, this law has never been implemented
After having been abrogated in 2020, the substitution right has been
reintroduced in 2022, with a decree authorizing the substitution by retail
pharmacists of 2 products: filgrastim and pegfilgrastim

The Article 54 of the LFSS 2024 stipulates that two years after the publication of
the reimbursement listing of the first biosimilar, in a given group, a decree will
authorize the substitution by retail pharmacists within this group, unless the
ANSM issues an opinion to the contrary before the end of these two years

Substitution is possible, provided:
— The biological products belong to the same similar biologic group
— The prescriber has not explicitly prohibited, in writing, the substitution of
the prescribed drug
— The retail pharmacist has informed the prescriber, the patient and
recorded the details of the biosimilar delivered
— The biological product delivered does not induce higher costs3

Sources: Public Health Code — Official Gazette — ANSM —Smart Pharma Consulting analyses

The French Retail Biosimilars Market — Situation Analysis & Strategic Options

' A specific legal framework for biosimilars was introduced in Europe on March 31%t, 2004, and the first biosimilar
was authorized by the European Commission in April 2006 —? “Agence nationale de sécurité du médicament”:
National Agency for the Safety of Medicines and Health Products — 3 For the National Health Insurance Fund
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In December 2023, the weighted average retail biosimilars penetration rate was limited to ~34%,
pulled down by insulin glargine and enoxaparin sodium which accounted for ~65% of the volumes

Retail biosimilars penetration rate (2023)

Total market (gross price!): € 700 M

Market shares in December 2023 - : : s oe Biosimilars
(as a % of sales in standard units) 11 Original biologics ® Biosimilars penetration
rate in the
100% - 13% 18% retail market
v
75% - 41% 41% 43% 48% 49% 52%
05% 82%
0 Average:
50% - L 6% D 549
o Weighted
25% 48% p average:
0% 1 T T T T T T T mw"_|
E £ £ 8 = 2 8 £ £2 £¢ EE e
I ] 9 £ ) o = o® 2 22 85 E
o o a 3 =] 7] o = £ £ T 0 2
50 50 w £ o c ® = B0 X 0 =
s b= = £ 2 2 o 2 £
$: &8 & 5 f 53
Market Share [v) 0, (+) () [v) 0, 0, (+) Y _0_ 1 [v) Y 0_ 1 [+)
in volume } 6.7% 1.4% 3.5% 6.2% 1.1% 3.5% 0.4% 9.6% 1381%,; 27% |26.8%, 0.1%
Number of
biosimilars ’ 5 8 2 8 1 3 4 2 1 1 6 1
Biosimilars Nov. Nov. Jul. Oct. Jun. Oct. Aug. May Jan. Mar. Sep. Mar.
entry date 2009 2018 2008 2018 2008 2016 2019 2015 2016 2021 2018 2023

Sources: GERS (December 2023) — Smart Pharma Consulting analyses
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1 Ex-factory prices before taxes —? In equivalent 900 Ul standard units
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Retail pharmacists’ substitution right had no significant impact on both biosimilar penetration
(which already reached ~96% before the authorization) and market shares amongst biosimilars

Filgrastim biosimilars penetration in volume (retail market)

Retail pharmacists’ substitution right

Filgrastim biosimilars market shares (Apr. 2022)

(as a % sales in standard units)

100% - 91% 93% 95% 96%  96%
88%

96%

96% Total biosimilars penetration
90% - g3y  85%

80% 77%

70% o8%
4
57%
0, _
60% 57% Zarzio (Sandoz)
50%
40% 38
-

30% -

20%
I,
10% - 5% Tevagrastim (Teva)
’ “_’ 5% Ratiograstim (Biogaran)
0% 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 I\ 1 1 1 1 1 1 1 3% ACCOfiI (Accord Healthcare)
OJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJOJAJO

094+ 10><¢+11><¢12>¢13><¢14><¢15><¢ 16>+ 17><¢ 18> 19> 20> 2] ><¢22><¢ 23>

25% Nivestim (Pfizer)

e o e e ek e

Sources: ANSM — GERS (December 2023) — Smart Pharma Consulting analyses
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Retail pharmacists’ substitution right led to a strong uptake of Biogaran (+11 pts MS) and Biocon?
(+6 pts MS) to the detriment of Mundipharma (-10 pts MS) and Accord Healthcare (-4 pts MS)

Pegfilgrastim biosimilars penetration in volume (retail market)

Retail pharmacists’ substitution right

Pegfilgrastim biosimilars market shares
Apr. 2022
(as a % sales in standard units) ( pr: J
100% - i
o | |
90% j: 87% Total biosimilars penetration
18%
80% - b
70% - i
60% - i
50% i
40% -
0, -
30% 20% Pelmeg (Mundipharma)
20% 17% Pelgraz (Accord Healthcare)
? 15% Ziextenso (Sandoz)
7% 13% Fulphila (Biocon)
10% - /\——MW _/‘/”_//.__/ 11% Cegfila (Biogaran)
% ——————— 5% Grasustek (Zentiva)
0% T T T T T T \‘/:—_\/_T——-)/\ T T T T ] 4% Stimufend (Tevaz)
0] J A J 0] J A J 0] J A J 0] J A J 0] J A J 0
2018¢+—2019——><¢+——2020—————><¢+—2021———»<¢——2022————><¢+——2023—>»
Sources: ANSM — GERS (December 2023) — Smart Pharma Consulting analyses 1 Since December 2023. Previously marketed by Viatris —? Belonging to Fresenius Kabi but marketed by Teva
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In 2023, adalimumab, pegfilgrastim and epoetin led the French biosimilars
retail market, accounting together for ~“57% of the market in value

Retail biosimilars market size (2023)

€EM : Total market (gross price!): € 700 M
225 , 213
¥l Rebates M Net sales
150
78?2 73
75 F
25
62 73 18 13
46 44 2 2
Q £ = £ - £ cg RNy LE [ Q ce
Z 7 g 7 g 8 3% 8w 5.3 2 £ 33
2 o S o 3] s o s 23 © S 2 a
£ 50 e T c © ~® = X E = =°
s i) i £ & S £ 3 'S
< & @ e <
r—=—=1] r==—=1] r=—=—=-—1
Ma’k?rt‘ f,';fl': P130.5%, ;14.7%, |11.6%, 11.1% 10.5% 6.6% 6.4% 3.5% 2.6% 1.9% 0.3% 0.3%
Numberof ), g 8 2 5 3 1 1 2 6 a 1 1
Rebates rate } 0.0% 20.0% 0.0% 20.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
Sources: GERS (December 2023) — Smart Pharma Consulting analyses 1 Ex-factory prices before taxes —? Average discounts estimated at 20% in 2023
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In 2023, biosimilars retail sales reached € 700 M in gross value and an estimated € 663 M
in net value, representing a +22% and a +20% CAGR between 2019 and 2023, respectively

Retail biosimilars market evolution (2019 —2023)

eM' CAGR €M™ CAGR
(2019-2023) (2019-2023)
800 - v 800 - v
+22%
4% +20%
+11/
600 - +15/ 600 - +13%,
+18A, +18A

400 ’ 400 ’
200 200

0 0

2019 2020 2021 2022 2023 2019 2020 2021 2022 2023

1 Ex-factory prices before taxes —2 Assuming the following discounts on biologics substitutable

Sources: GERS (December 2023)~ Smart Pharma Consulting analyses (i.e., filgrastim and pegfilgrastim): 10% from April 2022 to December 2022 and 20% in 2023
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In May 2024, the price difference between original biologics and their biosimilars
ranges from -32.9% (for pegfilgrastim) to +11.9% (for epoetin)

Price differences between retail original biologics and biosimilars (2024)

Original biologics Date of 15t.bi?sirfiilar C?rigirtal biologic Bi-osimilar price! Price difference

commercialization pricel in € (May 24) in € (May 24) (May 24)
Pegfilgrastim Neulasta (Amgen) November 2018 594.78 399.13 -32.9%
Follitropin alfa Gonal-F (Merck) May 2015 194.88 139.49 -28.4%
Ranibizumab Lucentis (Novartis) March 2023 377.78 283.34 -25.0%
Tocilizumab Roactmera (Roche) Feb. 2024 589.72 442.29 -25.0%
Insulin aspart Novorapid (NovoNordisk) March 2021 12.27 9.60 -21.8%
Adalimumab Humira (AbbVie) October 2018 438.96 367.95 -16.2%
Somatropin Genotonorm (Pfizer) June 2008 1,290.57 1,134.04 -12.1%
Filgrastim Neupogen (Amgen) November 2009 54.58 50.49 -7.5%
Enoxaparin Lovenox (Sanofi) September 2018 22.98 22.06 -4.0%
Insulin glargine Lantus (Sanofi) January 2016 32.44 31.51 -2.9%
Teriparatide Forsteo (Lilly) August 2019 176.18 172.73 -2.0%
Etanercept Enbrel (Pfizer) October 2016 466.85 457.76 -1.9%

Epoetin Eprex (Janssen) July 2008 153.21 171.42 +11.9%2
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The ANSM has established a timetable to assess similar biologic groups so that to tell the MoH -
which at end will decide — the biologics for which it does not recommend substitutability

Assessment of biosimilars’ substitutability by the ANSM — 2024 Timetable?!

Lucentis (Novartis) Ranivisio — Byooviz — Ximluci €2 M*

) Ranibizumab AMD?
April 24 . —
Aflibercept AMD? Eylea (Bayer) Yesafili NA**
. . . . Amgevita — Amsparity — Hukyndra — Hulio —
3_ — IRD4 . . .
Adalimumab || RA3 - Psoriasis —IBD Humira (AbbVie) Hyrimoz — Idacio — Imraldi — Yuflyma €213 M
May 24 Etanercept RA — Psoriasis Enbrel (Pfizer) Benepali — Erelzi — Nepexto €73 M
Teriparatide Osteoporosis Forsteo (Lilly) Livogiva — Movymia — Sondelbay — Terrosa €13 M
Insulin aspart Novorapid (NN>) Insulin aspart Sanofi €2M
Insulin glargine Diabetes Lantus (Sanofi) Abasaglar €44 M
Insulin lispro Humalog (Lilly) No Bx launched NA*
Epoetin Cancer — CKD® Eprex (Janssen Binocrit — Retacrit €81 M
June 24
Follitropin o || Functional anovulation || Gonal-F (Merck) Bemfola — Ovaleap €25 M
. . . Enoxaparin Arrow — Enoxaparin Becat —
. Angina —infarction — . L. . .
Enoxaparin DVT? Lovenox (Sanofi) || Enoxaparin Biogaran — Enoxaparin Crusia — €18 M
Enoxaparin Teva — Inhixa
* Recently launched — ** Not yet launched
L A tocilizumab biosimilar (Tyenne) has been added to the biosimilars repertory on December 29, 2023, but is not to be
Sources: ANSM — SmPCs — Smart Pharma Consulting analyses assessed this year — 2 Wet age-related macular degeneration —3 Rheumatoid arthritis —* Inflammatory bowel disease
including Crohn’s disease and ulcerative colitis —>Novo Nordisk — ¢ Chronic kidney disease —7 Deep vein thrombosis
May 2024 87
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Biosimilars Substitution Impact

All the biologics assessed by the ANSM should become substitutable but with restrictions for
some of them, while certain prescribers will write “No substitution” on their prescription

Retail market: Estimates of substitutability barriers

Treatment Forms / dosages Physicians’ positions ANSM position Bx penetration
duration differences Bx prescription? Substitution re. substitutability dynamics

Adalimumab 2-3 years pgicfliirijgsiii?fizsn{s 59% At initiation Restricted to initiations | Limited acceleration

Enoxaparin 5 to 35 days Not all dosages 18% No objection Allowed High acceleration
Epoetin >4 months S;?;L‘Zgg::;g 82% Not in nephrology Allowed Limited acceleration
Etanercept 2-3 years Different dosages 57% At initiation Restricted to initiations | Limited acceleration

Follitropin a 4 months DDi;];erZ?& igéi;?er: 51% Not favorable? Restricted to initiations No acceleration

Insulin aspart Life-long ID(i;Zenre_:nctairrljrei:;';r)s 35% No objection Allowed Medium acceleration
Insulin glargine Life-long Sisggaerér:)j:ac;gr 48% No objection Allowed Medium acceleration
Insulin lispro Life-long NA Bx not marketed No objection Allowed Medium acceleration
Ranibizumab Several years D_if;‘gjr:cr]cg g}jeei?::igil:)s 4%? If as convenient? Allowed Limited acceleration
Teriparatide < 18 months witii?;':vci;}r]tfi:jge 52% No objection Allowed Medium acceleration

Note: The Human Growth Hormone (HGH) somatropin for which a biosimilar (Omnitrope), marketed in France since 2008, in a previous
evaluation, the ANSM has expressed a negative opinion re. its substitutability, under the pression of PAGs and physicians

1 As of December 2023 in standard units — 2 Recently launched — 3 Success rate of 30% only for
IVF (In-Vitro Fertilization) — 4 Injected by prescribers who in general run after time

Sources: GERS data — EMA — ANSM — Vidal (May 2024) — Key stakeholders’ interviews —
Smart Pharma Consulting analyses
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Based on market research and analysis, we assume that most of biosimilars, with restrictions for
some of them will be substitutable, margins will be equalized, and discount capped at ~20%

Market changes driven by health authorities — Scenario building (2024 — 2027)

Probability of occurrence

80% | Pharmacists’ discounts 51%
- - » 2 0, ()
80% _ Equalization of capped at 20%
“| Pharmacists’ margin . i
g ~| Pharmacists’ discounts 13%
" capped at 2.5% ’
80% .| Extension with some restrictions 20%
| of substitutable biosimilars list . - -
80% | Pharmacists’ discounts 13%
- g 209 ’
_|  Non equalization of capped at 20%
"|  Pharmacists’ margin . .
20% & _| Pharmacists’ discounts 3%
20% " capped at 2.5%
Current
situation
80% | Pharmacists’ discounts 13%
- - » 2 0, ()
80% _ Equalization of capped at 20%
"|  Pharmacists’ margin i .
g _| Pharmacists’ discounts 3%
: : — 20% capped at 2.5% ’
| Extension with no restrictions
| of substitutable biosimilars list
20% 80% | Pharmacists’ discounts 3%
L " capped at 209 7
_|  Non equalization of i %
20% Pharmacists” margin | Pharmacists’ discounts 1%
> (]
20% capped at 2.5%

Sources: Stakeholders interviews — Smart Pharma Consulting analyses
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Biosimilars Substitution

Impact

Based on market research and analysis, we assume that most of biosimilars, with restrictions for
some of them, will be substitutable, margins will be equalized, and discounts capped at ~20%

80%

Retail market: Rationale supporting the most likely market scenario

80%

Non equalization of 80%

Probability of

- | Extension with some restrictions

of substitutable biosimilars list

——

Pharmacists’ margin

——

occurrence
| Pharmacists’ discounts o
capped at 20% 1%

——

Current
situation

= The government is eager to speed up the
biosimilar penetration on the retail market

= The incentives granted to physicians to
prescribe biosimilars have not produced the
desired results

= As for generics, substitution of biosimilars is
expected to boost their penetration rate

= Despite the opposition of PAGs, physicians’
associations and some pharma companies...

= ... the absence of public health issues due
to biosimilars switches or substitutions,
advocates for a larger list of substitutable
biosimilars, but with restrictions for some
patients under certain chronic treatments

= On principle yet agreed by the
pharmaceutical convention (March
2022), but not yet implemented

= The equalization of margins with the
original biologics would apply for
substitutable biosimilars only

= The economic impact for the DSS* and
the retail pharmacists is limited:

— Small price differences due to price
convergence mechanism

— Small margin differences due to
the variable margin system,
especially for high-priced drugs

= For retail pharmacists, margin
equalization has a symbolic value

= With the current variable
margin system and the
discounts capped at 2.5%, the
retail pharmacists generate less
profits by delivering biosimilars?

= |t is likely that the LFSS 2025
will raise the current discount
cap for substitutable biosimilars

= The actual cost of discounts
being supported by pharma
companies only, there is no
reasons why the policy makers
will not vote the law

= The cap should be around 20%,
as recommended by the “Borne
Mission”

Sources: Stakeholders interviews — Smart Pharma Consulting analyses

The French Retail Biosimilars Market — Situation Analysis & Strategic Options
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1 Directorate of the Social Security —? Officially. Currently, pharma companies offer rebates of 20-25% for pegfilgrastim and filgrastim
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Smart Pharma Biosimilars Substitution Impact

CONSULTING

In 2023, Sandoz, Biogen, Amgen and Viatris generated individually € 70 M or more
retail sales and represented together ~59% of the French retail biosimilars market in value

Top 10 companies on the retail biosimilars market — In value (2023)

88.9% of the retail biosimilars market
greo—————— (10 leading pharma companies out of the 19 with retail biosimilars sales in 2023) e

em?
200 - 190 Total market: € 700 M
150 -
100 - 78 78 70
60 Average turnover =€ 62 M
N O O O e R EEDE S S
. . : - . -
Sandoz Biogen Amgen Viatris? Pfizer Lilly Celltrion Mundipharma  Accord Biogaran
Healthcare
Market share P 27.1% 11.2% 11.1% 10.0% 8.5% 6.4% 4.5% 3.9% 3.4% 3.0%
in?f:'g't':i’f;‘:'tﬁgfio D 28.6% 42.3% 14.8% 4.0% 4.3% 7.0% 36.0%° 63.9% 41.1% 1.5%
2022-2023 P +142%  +9.5% +4.8%  +25.4% 7.1% +7.1%  +260.7%  -24.8%  -151%  +110.9%

Note: Other companies operating on the French biosimilars market as of May 2024: Arrow, EG Labo, Fresenius Kabi, Gedeon Richter, Rovi, Samsung Bioepis, Sanofi, Teva,
Theramex and Zentiva

L Ex-factory price, before taxes and discounts —3 Company founded in November 2020 by the merger of Mylan, Mylan Medical and Pfizer Upjohn

Sources: GERS (December 2023) — Smart Pharma Consulting analyses activities. In December 2023, Viatris transferred its biosimilars portfolio to Biocon Biologics (excluding Inhixa, its biosimilar of enoxaparin sodium) —
3 Remsima SC, which accounted for 64% of Celltrion retail sales in 2023, does not have the biosimilar status, unlike its IV form available at hospital
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Biosimilars Substitution Impact

14 of the biosimilars players have a weak competitive position at retail pharmacies, the two best
established ones have a limited portfolio, while Sandoz and Teva have well balanced position

Mapping of pharma companies marketing biosimilars in the retail market

6

5

Number of 4
proposed

Biosimilars? 3

2

1

Sandoz
Pfizer Teva
Accord Healthcare Biocon
Biogaran
Biogen
Fresenius Kabi
Arrow EG Labo
Sanofi Theramex
Amgen Celltrion Gedeon Richter
Mundipharma Lilly Zentiva Viatris
Rovi Samsung Bioepis
Weak Medium Strong

Competitive position at retail pharmacy level

R&D-based companies — Generics and/or biosimilars companies — Mature brand companies

Sources: Smart Pharma Consulting analyses
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Biosimilars Substitution Impact

The development of the substitutable biosimilars market segment will lead
to important challenges irrespective of the group the pharma companies belong to

Players

Key
challenges

Typology of pharma companies marketing biosimilars

Weak competitive position at
retail pharmacy level

Medium competitive position
at retail pharmacy level

Strong competitive position
at retail pharmacy level

Amgen — Biogen — Lilly — Pfizer
— Sanofi

Accord — Biocon — Celltrion —
Gedeon Richter — Rovi—
Samsung Bioepis — Theramex

Fresenius Kabi — Mundipharma

Arrow
EG Labo
Sandoz
Teva

Zentiva

Biogaran

Viatris

If prescribed by physicians, they
would probably be substituted
in favor of biosimilars marketed
by company having a medium /
strong competitive position at
retail pharmacies’ level

They will not benefit from the
substitution of original
biologics

The companies with a broader
portfolio (e.g., Sandoz, Teva)
are well-positioned to reinforce
their competitive positive at
retail pharmacies’ level

Those with a narrow portfolio
will be at risk on both their
generics and biosimilars
businesses

They cannot take advantage of
their strong position due to
their limited biosimilars
portfolio

Could be “attacked” on the
generics business by
companies with a medium
competitive position but a
broader biosimilars portfolio

R&D-based companies — Generics and/or biosimilars companies — Mature brand companies

Sources: Smart Pharma Consulting analyses

The French Retail Biosimilars Market — Situation Analysis & Strategic Options

May 2024 93




Smart Pharma

CONSULTING

Biosimilars Substitution Impact

To keep on playing on the retail substitutable biosimilars market,

Group 1 pharma companies should partner with retail pharmacies, through third parties

Group 1: Strategic options

Weak competitive position

Strategic options

(" . . )
m at retail pharmacy level Stop marketing biosimilars
that are substitutable
Amgen — Biogen — Lilly — Pfizer — Sanofi \ or likely to be substituted Y,
Accord — Biocon — Celltrion — Gedeon
Richter — Rovi — Samsung Bioepis — ( )
Theramex Milk biosimilars
Fresenius Kabi — Mundipharma once they become substitutable
\. y,
. - é . . )
If prescribed by physicians, they would Partner with a CSO, a generics or
probably be substituted in favor of an OTC company well-established
Key biosimilars marketed by company having L at retail pharmacy level )
challenges a medium / strong competitive position
e ™
They will not benefit from the
substitution of original biologics Stand alone
\. y,
R&D-based companies — Generics and/or biosimilars companies — Mature brand companies
Sources: Smart Pharma Consulting analyses
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The strategy of Group 2 pharma companies will depend on the size of their portfolio, and their
ability and willingness or not to be a leading player on the substitutable biosimilars market

Group 2: Strategic options

m Medium competitive position
at retail pharmacy level - ~N
= Arrow = Teva Do nothing
= Zentiva
* Sandoz (" )
In-license and/or sell substitutable
‘ biosimilars on behalf of pharma
= The companies with a broader portfolio L companies having a weak position )
(e.g., Sandoz, Teva) are well-positioned to
Key reinforce their competitive positive - : N
challenges _ o Out-license and/or subcontract the
* Those with a narrow portfolio will be at sale of substitutable biosimilars to
risk on both their generics and pharma companies with a narrow
biosimilars businesses \ portfolio but a strong position y

R&D-based companies — Generics and/or biosimilars companies — Mature brand companies

Sources: Smart Pharma Consulting analyses
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Biosimilars Substitution Impact

To remain competitive on the retail substitutable biosimilars market, Group 3 pharma companies
should either sell on behalf of, or in-license from, biosimilars manufacturers

Players

Key
challenges

Group 3: Strategic options

Strong competitive position
at retail pharmacy level

= Biogaran

= \ijatris

= Cannot take advantage of their strong
position due to their limited biosimilars
portfolio

= Could be “attacked” on the generics
business by companies with a medium
competitive position but a broader

biosimilars portfolio

R&D-based companies — Generics and/or biosimilars companies — Mature brand companies

\

l

/

Strategic options

4 )
Do nothing
g J
4 )
Sell substitutable biosimilars on
behalf of pharma companies having a
weak competitive position
- J
4 )

Build up a broad / broader
portfolio of substitutable biosimilars
through BD&L initiatives
g J

Sources: Smart Pharma Consulting analyses
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Pharma companies will require medical reps only to promote non-substitutable biosimilars
to physicians and pharmacy reps only to sell substitutable biosimilars to retail pharmacists

Biosimilars substitutability: Implications for pharma companies (1/2)

= 2 years from the publication of the
reimbursement listing of the
first biosimilar, in a similar biologic group

= Market share driven by the prescription
of physicians

Medico-marketing & sales activities
targeted at physicians only

[ Pharma companies’ ]

promotional activities

v

Negative opinion

Absence of opinion

\ 4

= Market share driven by the prescription
of physicians

Medico-marketing & sales activities
targeted at physicians only
|

[ Pharma companies’ ]

promotional activities

. . . .
Sales activities

targeted at pharmacists & selected physicians?

= Market share driven by the substitution of
retail pharmacists:

— From original biologics to biosimilars
— From biosimilars to biosimilars

Sources: Smart Pharma Consulting analyses

The French Retail Biosimilars Market — Situation Analysis & Strategic Options

1 Physicians who are reluctant to biosimilars’ substitution and who will be inclined
to indicate “Non substitutable” on their prescriptions of biosimilars
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Biosimilars Substitution Impact

The sales activities of pharma companies at retail pharmacists
should not start before it becomes substitutable

Biosimilars substitutability: Implications for pharma companies (2/2)

Non
substitutable phase

Substitutable phase

= Promotional activity at targeted
physicians...

= ... to strengthen physicians’ preference
for the marketed biosimilars

= Promotional activity stopped...

= ... orrestricted to physicians who are
opposed to biosimilars’ substitution...

= ... and willing to prevent substitution by
indicating on their prescription, next to
the name of the biologic! prescribed,
“Non-substitutable”

1 1
1 1
1 1
1 1
1 1
; NO ACTION ;
1 1
1 1
1 1
1 1
1 1
1

= Sales activity to get the biosimilar listed...

= ... and preferentially substituted at the
expense of the original biologic or of
another biosimilar

Sources: Smart Pharma Consulting analyses

The French Retail Biosimilars Market — Situation Analysis & Strategic Options

1 Either the original biologic or a biosimilar
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The optimal strategies of pharma companies marketing biosimilars would depend on their
competitive position at retail pharmacies, each product status and the diseases it addresses

Key Takeaways

. Regulatory environment 2. Physicians’ behavioral trends
= Filgrastim and pegfilgrastim are substitutable since April 2022 = Physicians, especially hospital-based, are used to initiate
* From 2024 onwards, expansion of the list with existing drugs? treatments with biosimilars...
» For new biosimilars, a period of 2 years will precede the = ... but are more reserved regarding switching and substituting
possibility to substitute biologics?! chronic treatments when patients’ disease is well controlled?
. Pharmacists’ behavioral trends 4. Patients’ behavioral trends
= Pharmacists do not anticipate difficulties = Naive patients should in large proportion

to substitute biologics for naive patients Biosi m|la rs accept biosimilar substitution, but...

= For patients under a chronic therapy, they = ... if yet treated and well-controlled, they
will substitute depending on each patient will have to be convinced by pharmacists

= |f opportunities to substitute are rare, = Even if they accept, they may have trouble

M sERM

pharmacists should not be very pro-active to adjust if the delivery device is different

5. Pharma companies’ strategic options & recommendations

= During the two years before biosimilars become substitutable, — If weak: partner with a company yet well-established, a
they should be promoted to physicians3? CSO° or leave the market

= Certain substitutable biosimilars should still be promoted3 — If medium: in-license or sell biosimilars of companies

= Agreements with retail pharmacists and VTOs* they belong to, having a weak position or out-license / subcontract to a
are essential to succeed on the biosimilar substitutable market 3" party having a strong position

= To do so, company marketing biosimilars strategies would — If strong: pharma companies should either sell on behalf
depend on their competition position at retail pharmacies: of, or in-license from, biosimilars manufacturers

LUnless the ANSM issues a negative opinion. The ANSM can also restrict the substitutability (e.g., to naive patients only) —2In this

Sources: Smart Pharma Consulting analyses case they can and should prevent substitution by indicating on their prescription “Non-Substitutable” —3 Especially for chronic

disease treatments —* Voluntary Trade Organizations (pharmacy groups) —° Contract Sales Organization
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Smart Ph‘%&m& Rare Diseases on the French Market

Smart Pharma Consulting proposes a review of rare diseases management on the French Market
with the implications for pharma companies and the specific study of the narcolepsy

Introduction

= With 3 million people affected in France (i.e., 4.4% of the = The objectives of this study are to:

population), rare diseases are a major public health issue ) . )
— Review the conditions of rare diseases management...

= 50% of people concerned benefit from a proper diagnosis )
— ... and of market access for orphan drugs in France

= 25% of them must wait, on average, 4 years before getting

a reliable diagnosis — Analyze the organization of the different stakeholders
= For 95% of the ~7,000 rare diseases identified, there is no — lllustrate the current situation through the study of one
curative treatments rare disease: the narcolepsy
Methodology
= Qverview of the rare disease market in France: = Case study: Narcolepsy :
— Rare diseases prevalence — Disease definition
— Rare disease management and healthcare organization — Stakeholders: mapping and analysis
— Market access conditions of orphan drugs — Market size, structure and dynamics (2019 — 2023)
— Market challenges and KSFs for pharma companies — Market drivers and limiters

Sources: Agence Nationale de la Recherche (website 2024) — Smart Pharma Consulting analyses
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Rare diseases prevalence is defined as < 1/2,000 affected individuals, corresponding to
~3,000 patients in France, for which pharma companies try to develop orphan drugs

Definitions
European Union France
. = Definition: population < 1/2,000 » Definition: population < 1/2,000
Rare diseases N .
= Prevalence: ~ 36 million patients * Prevalence: ~ 3 million patients

= Drugs for prevention, diagnosis or treatment of rare diseases, which respond to public health need

= Low expected sales may prevent pharma companies to develop orphan drugs under normal market
conditions

Orphan drugs

= European regulation! promotes research, development and marketing of orphan drugs

= Diseases not adopted by pharma companies as they provide little financial incentive for the private sector:
— Rare diseases

Orphan diseases

— Common diseases that have been ignored (e.g.; tuberculosis, cholera, typhoid, malaria) as they are more
prevalent in developing countries than in the developed world

Sources: Orphanet (March 2024) — French Ministry of Labor, Health and Solidarities (July 2023) — 1 nje . .
European Commission (March 2024) — Smart Pharma Consulting analyses N° 141/2000 voted by the European Parliament in December 1999
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Prevalence rates per condition are low and may be underestimated due to difficult diagnosis,
but their collective impact on population and healthcare systems is significant

Rare diseases overview

EU key figures (2023) Most prevalent rare diseasesin France (2023)

# of patients per 100,000 people

~36 million patients

50

Rare intellectual disability1 23.3
Amyotrophic lateral sclerosis

Sickle cell anemia

0°%

\"o

~7,000 existing rare diseases
Neurofibromatosis type 1

Lupus

@ ~80% of rare diseases are of Von Willebrand disease

genetic origin Sarcoidosis

Cystic fibrosis

. Hemophilia A

~5% of rare diseases treated primary Sjdgren syndrome
</ with ~ 200 approved drugs

Marfan syndrome

Immune thrombocytopenia
~70% of rare diseases starting in Systemic sclerosis
childhood

Myasthenia gravis

@

60% of approved orphan drugs Familial dilated cardiomyopathy
are for pediatric use AD-Polycystic kidney disease’

Note: ~400 million patients suffering of rare diseases in the world

Sources: Banque Nationale de Données Maladies Rares (Nov. 2023) — European Commission (March 2024) -

1 _ ir—2 H i i i
Global Genes (March 2024) — Smart Pharma Consulting analyses Non-syndromic — * Autosomal dominant polycystic kidney disease
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Oncology, hematology and neurology are the three top therapeutic areas of rare diseases treated,
accounting for ~59% of EMA orphan drugs approvals between 2019 and 2023

Main therapeutics areas covered by orphan drugs (2019-2023)

Distribution of 2019-2023 EMA Rare diseases — by therapeutic areas -
orphan drugs approvals by therapeutic area for which orphan drugs have been approved

= Oncology: most approvals concern drugs for blood cancers (e.g.;
AML?, CML3, DLBCL?#, MCL>), gastrointestinal cancers, glioma or
multiple myeloma

Others* 6% = Hematology: anemia, hemophilia, myelofibrosis or sickle cell
° disease
Oncology
Infections - = Neurology: Duchenne muscular dystrophy, Friedreich's ataxia,
(J

Lennox-Gastaut syndrome, generalised myasthenia gravis or

spinal muscular atrophy
Metabolism 9%

= Endocrinology: acromegaly, acute hepatic porphyria, chronic
Hematology hypoparathyroidism, Cushing's syndrome or growth hormone

Endocrinology deficiency

= Metabolism: acid sphingomyelinase deficiency, Hutchinson-
Gilford progeria syndrome, hyperargininemia or phenylketonuria

Neurology
= Infections: chronic long-term hepatitis delta virus,
cytomegalovirus, inhalational anthrax or invasive candidiasis
Sources: “Human medicines highlights”, EMA (2019-2023) - Lincl. allergology, dermatology, gastroenterology, hepatology, immunology, nephrology, ophthalmology, pneumology, rheumatology, transplantation
Eurordis (March 2024) - Smart Pharma Consulting analyses and uro-nephrology —? Acute Myeloid Leukemia —3 Chronic Myeloid Leukemia —* Diffuse large B-cell lymphoma —* Mantle cell lymphoma
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Drugs should be granted the orphan designation by the COMP! (EMAZ?), then a centralized market
authorization, before being approved by the ANSM3 (which can also authorize an early access)

Market access — Marketing authorization

= On December 16, 1999, the European Parliament = On March 31, 2004, the European Parliament determined
established the COMP, EMA’s responsible committee for that all marketing authorizations for orphan medicines in
evaluating applications for orphan designation the EU had to follow the centralized authorization

®* The COMP is committed to evaluate within 90 days whether
the orphan designation criteria are met:

— The drug must treat, prevent or diagnose life-
threatening or chronically debilitating conditions

— The prevalence of the disease must be <1in 2,000 in the
EU or it is unlikely that marketing the drug would
generate sufficient returns to justify the required
investment

— The drug must be of significant benefit to the patients

= However, although the centralized procedure grants
authorization in all European Union members, there is no
obligation to market the drug in every Member State

* In France, the ANSM is responsible for issuing marketing
authorization, based on a benefit/risk assessment

= Since July 2021, an Early Access Authorization (AAC®) can
be granted to innovative drugs by the HAS’, based on the
ANSM'’s opinion on the presumptions of efficacy and

= Drugs designated as orphan* benefit from: security of the product

— Protocol assistance
— 10-year marketing exclusivity?®

= Marketing application is then submitted to the EMA’s CHMP
(Committee for Medicinal Products for Human Use)

* |nnovative orphan drugs are concerned by this AAC if there
is no other appropriate treatment available, and if the
treatment cannot be delayed

1 Committee of Orphan Medicinal Products —2 European Medicines Agency —3 Agence Nationale de Sécurité du Médicament —
4 Reassessment every 6 years —* In case of pediatric use, which corresponds to 60% of the orphan drugs, the marketing
exclusivity is extended to 12 years — ¢ Autorisation d’Accés Compassionnel —7 Haute Autorité de Santé

Sources: EMA website (March 2024) — Orphanet website (March 2024) —
ANSM website (March 2024) — Smart Pharma Consulting analyses
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After being granted their marketing authorization by the ANSM?, orphan drugs should be
evaluated by the Transparency Committee? before negotiating their price with the CEPS3

Market access — Pricing and reimbursement

Market access process in France Transparency Committee (CT)

* In France, an orphan drug benefits from an accelerated
Marketing authorization procedure, reduced from 90 to 30 days after dossier depot

(benefit/risk balance evaluation by the ANSM) = Orphan drugs do not have to present a direct comparison
to another drug in their clinical trial to get the CT’s opinion

= Regardless of the clinical added value (ASMR), orphan
indications are covered by the long-term illness provision

Transparency Committee (CT)’s opinion (ALDS) which grants full reimbursement of treatment

Economic Committee on Healthcare Products (CEPS)

Clinical benefit Clinical added value * The amendment of the framework agreement signed in
(SMR) (ASMR) April 2022 between the CEPS and the LEEM® streamlined
pricing negotiations for orphan drugs:
— Relevant pricing comparators’ clarification
— Possibility to set a capped budget?
Reimbursement rate Price setting — Price revision if the number of patients evolves
(UNCAM?) (CEPS) — CEPS authorization to be supported by medical experts
Sources: Transparency Committee website (March 2024) — CEPS website 1 Agence Nationale de Sécurité du Médicament —2 Commission de Transparence —3 Comité Economique des Produits de Santé —* Union Nationale des
(March 2024) - National Health Insurance website (March 2024) — Caisses d’Assurance Maladie — 3 Affections Longue Durée — Les Entreprises du Médicament —7 They must have the same indication as the orphan drug
Smart Pharma Consulting analyses and be patent-protected — & To allow patient access to innovation while guaranteeing pharma companies list prices consistent with international prices
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The rare diseases plans (PNMRs!?) introduced by French health authorities for almost 2 decades
aim to improve the diagnosis and the management of patients suffering from rare diseases

T
(A

Rare diseases plans

) * |mprovement of patient journey = Office-based HCPs’ information & training
= Establishment of rare diseases = Reduction of diagnostic wandering
healthcare networks ... * Improved life and care journey
2003 " ... Through the labeling of 23 FSMRs? » Access to treatments and innovations
Law establishing PNMRs = Setting up of European networks » Database interoperability

= |dentification of expert = Observatory to fight against diagnostic wandering
centers in rare diseases = Creation of the national rare disease database

= Establishment of orpha.net, (BNDMR3) to register patients
portal dedicated to rare = Renewal of the labeling of reference and
diseases competence centers*

* PNMR4 launch expected in 2024

Sources: French Ministry of Labor, Health and Solidarities (March 2024) - 1 plan National des Maladies Rares —? Filieres de Santé Maladies Rares —3 Banque Nationale de Données
filieresmaladiesrares.fr (March 2024) — Smart Pharma Consulting analyses Maladies Rares —* 2,311 centers as of March 2024 (in both mainland and overseas France)
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Rare diseases healthcare networks (FSMRs!) ensure the coordination between each
key stakeholder involved in the management of patients suffering from rare diseases

Rare diseases healthcare networks — Introduction

T T

= As part of the PNMR2, 23 FSMRs are labelled in France

= Attached to hospitals and placed under the responsibility
of medical managers, they coordinate a set of actors
involved in the management of rare diseases patients:

Patients Health
and PAGs authorities?

Office-

Hospitals®  filigres de sante - based

e,

lamed  maladies rares - Medico-

social

Diagnostic Rare diseases
& research platform

#1

#2

#3

#H4

* Improve patient management

(e.g., development of epidemiological databases,
initiatives to increase diseases awareness, medical
practices harmonization, directories of experts)

Coordinate and encourage research
(e.g., fundamental, translational or clinical research)

Inform and train
(e.g. seminars or e-training to HCPs, communication to
the general public, patients or their relatives)

Participate in European healthcare networks
(e.g. collaboration with rare diseases healthcare
networks of other European countries)

Sources: filieresmaladiesrares.fr (March 2024)—
Smart Pharma Consulting analyses

Rare Diseases on the French Market — Case study: Narcolepsy

1 Filiéres de Santé Maladies Rares —?2 Incl. reference and competence centers —
3 Incl. French Ministry of Labor, Health and Solidarities or regional health agencies
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Each of the 23 rare diseases healthcare networks (FSMRs?) labeled in France
has been built around a set of rare diseases with common aspects

Rare diseases healthcare networks — Mapping

filieres de santé i+, AnDDI-Rares| T, 2y BRAIN-TEAM og o

kst | ¥y @ | T8 cardiogen| T perlfcience | T &

FILIERE NATIONALE DE SANTE
ITIElEdIES rares Development anomalies Rare diseases of the Hereditary or rare Brain development Autoinflammatory &
& intellectual disabilities

central nervous system heart diseases & intellectual disabilities autoimmune diseases

6 E— QO — O (9 10— 1 BT
e Q;LFOIE ¢ @“ X

FAVA-MULTI FILIERE DE SANTE MALADIES RARES

DU FOIE DE L”ADULTE ET DE L'ENFANT F"’rieml'ls [Ed/-— FI MATHO
Filiére Neuromusculare Fiiéne Santé Maladies Rares.
Vascular diseases with Rare liver diseases Neuromuscular Amyotrophic Rare dermatological Abdomino-thoracic
multisystem involvement in children and adults diseases lateral sclerosis diseases malformations

Filiere
MUCOICFTR

& il R |

@ . 9P ® @
FIRENDO '?T‘ AMaRiH MC@E MHEMO

La lia-a des malacas hemarra)

Rare endocrine Hereditary

diseases metabolic diseases

'\fh O3KID | |@SCAR | | RespiFlL | TSENSGENE | T (uzex

::;/) MALADIES RARES
Filidre Maladies Respiratoires Ra Maladies Rares Sensorielles i . Tete Cou

Il _FDRMETIONS RARES TETE COU DENTS

Rare sensory Rare diseases of the
diseases head, neck & teeth

Rare immuno- Red blood cells &

Constitutional Cystic fibrosis
hematological diseases erythropoiesis diseases

Hemorrhagic diseases & CFTR? abnormality

Rare pelvic & spinal Rare kidney

Rare diseases of bone,
cord malformations

diseases calcium & cartilage

Rare respiratory
diseases

Sources: filieresmaladiesrares.fr (March 2024)—
Smart Pharma Consulting analyses

1 Filieres de Santé Maladies Rares — 2 Cystic Fibrosis Transmembrane conductance Regulator
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Founded in 2001 and financially supported by the AFM-Téléthon and French public funds,
the rare diseases platform promotes synergies to advance the fight against rare diseases

Rare diseases platform

O
T i,

= Platform created in 2001 and financially supported by: * Six autonomous entities form the platform:
— The AFM-Téléthon e ~N - ~
— The French Ministry of Labor, Health and Solidarities AFMTELETHON - mAaLljgsl'!gees ’
= |t brings together at the Hospital Broussais in Paris:
— Health and research professionals? Founder. of the'platfor'm French collective
—  Representatives of PAGs \_ and main funding entity VAR of 240 PAGs Y,
— Over a hundred of employees and many volunteers? e W N “{3\\\}% N\
= Its objectives are to: ' EURORDIS RN
— Have rare diseases recognized as a public priority European federation of over foun dat;s;isrmgmg

— Support the creation and activity of rare diseases PAGs

o : : - \_ 1,000 PAGs from 74 countries - ktogether researchers & HCPs -
(e.g., training, information sharing and mutual support)

— Develop knowledge and information for all audiences [ s o . N
) WMALADIES Orphgﬂet
— Support and strengthen research on rare diseases RARES AN
. I it Inserm
— Offer meeting- and work-spaces for all stakeholders . o
involved in the fight against rare diseases (e.g., ~450 F'e{"Ch service providing support ’?efe’ence portal for rare
meetings held in 2022 with ~6,000 participants) \_ & information on rare diseases VRN diseases and orphan drugs -
Sources: Rare disease platform website (March 2024) — Alliance Maladies Rares website (March 2024) — 1 E.g., physicians, geneticists, epidemiologists —?2 Specializing in the support for patients and families,
Eurordis website (March 2024) Smart Pharma Consulting analyses information, IT, communication, support for associations, etc.
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Narcolepsy which is characterized by excessive daytime sleepiness, with or without cataplexy,
if properly diagnosed, can be treated by more or less specific drugs

Narcolepsy: Definition & Guidelines

CASE STUDY

Definition & Diagnosis

Chronic disease, often starting during childhood

Caused by the loss of hypocretin neurons and low orexin A
levels in the cerebrospinal fluid

Several symptoms can lead to suspicion of narcolepsy®:
— Consistent ones: excessive daytime sleepiness

— Inconsistent ones: hallucinations, sleep paralysis

Narcolepsy are of two types:

— Type 1: with cataplexy (loss of muscle tone)
- Daily willingness to sleep during daytime for
at least 3 months and tests

- Cataplexy revealed by polysomnography or
cerebrospinal fluid analyses

— Type 2: without cataplexy

- Diagnosis of exclusion based on at least a
polysomnography and a Multiple Sleep Latency Test

= Pharmacological solutions:

— Psychostimulants and antidepressants? indirectly
increase the levels of neurotransmitters (e.g., dopamine,
noradrenaline)

—> Improve wakefulness & reduce sleepiness

— H3 histamine receptor antagonists increase histamine
concentration and activity in the brain
- Improve wakefulness & reduce the frequency of
cataplexy attacks

— CNS depressants slow down brain activity by increasing
the production of GABA neurotransmitter
- Reduce the frequency of cataplexy attacks

= Non-pharmacological solutions: lifestyle modifications

= Comorbidities (metabolic, psychiatric, obstructive sleep
apnea) are also to be treated

Sources: Plan National de Diagnostic et de Soins (Sept. 2021) — Smart Pharma Consulting analyses

Rare Diseases on the French Market — Case study: Narcolepsy

1 Diagnosis in children is based on the changes of habits of sleep and behavior (usually
a hyperactivity disorder arises) —2 Such as venlafaxine, fluoxetine and citalopram
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Narcolepsy which affects ~20K-30K patients in France, is handled in specialized centers
by neurologists and psychiatrists who have a limited number of drugs at their disposal

Narcolepsy: Stakeholders mapping
CASE STUDY

= Marketing authorization:

o Mode of action Type 1 Type 2 Hypersomnia &
— Granted by the EMA (European Medicines Agency) for narcolepsy = narcolepsy | type 1 or 2 narcolepsy
EU countries and then...
— ... transposed by the ANSM? for France * Methylphenidate’
Psycho-stimulant = Amphetamines’ Modafinil

= Health technology assessment carried out by the HAS?
based on the:

— Clinical benefit (SMR)
— Clinical added value (ASMR)

= Pricing decision by the CEPS? Histamine receptor
= Reimbursement decision by the UNCAM* antagonist

= 7 Centers of Reference for Rare Diseases (CRMR?) = Prevalence: ~20,000-30,000 — Incidence: 900 p.a.

= Solriamfetol8

CNS depressant Na oxybate

Pitolisant

* 10 Centers of Competencies for Rare Diseases (CCMR®) * One national PAG, the French Association of Narcolepsy-

i 9
= HCPs, mostly neurologists and psychiatrists Cataplexy and Rare Hypersomnia (ANC?)

1 Agence Nationale de Sécurité du Médicament et des produits de santé —? Haute Autorité de Santé, via la Commission de la Transparence —

3 Comité Economique des Produits de Santé —* Union Nationale des Caisses d’Assurance Maladie —° Centre de Référence Maladies Rares —© Centre de
Compétences Maladies Rares —7 Indicated for pediatric Attention-Deficit/Hyperactivity Disorder, except for methylphenidate immediate-release, which is
indicated for type 1 and 2 narcolepsy — & Also indicated for Obstructive Sleep Apnea —° Association Frangaise de Narcolepsie Cataplexie et Hypersomnies Rares
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The French Society of Sleep Research and Medicine promotes research and communicates
guidelines to experts, while the National Institute of Sleep and Vigilance educates the public

Narcolepsy: Learned societies

CASE STUDY ' ’
French Society of Sleep Research and Medicine (SFRMS?) National Institute of Sleep and Vigilance (INSV?)
| INSTITUT
S FRMS O)_l NATIONAL
DU SOMMEIL
LuSoce!eFrancosede Recherche et Médecine du Sommeil ET DE LA VIGILANCE )
= Mission: to promote fundamental and clinical research = Mission: to ensure prevention and education

through diverse fundings
= Members: association of physicians and PAGs

Members: physicians, other HCPs and researchers
= Key activities:

Key activities:
! : — Communicates to authorities
— Organizes an annual Congress of Sleep

— Organizes the annual “Day of Sleep” throughout the

— Communicates to experts their recommendations, . .
French territory to raise awareness about sleep

guidelines and discoveries on sleeping disorders

disorders
" Partof: — Offers an open access library of eBooks about sleep
— The European Sleep Research Society (ESRS) disorders, lifestyle advice, and educative supports for
— The World Association of Sleep Medicine (WASM) children and adults

Sources: National Plan of Diagnosis and Treatments (PNDS) for type 1 and 2

P . s T : ; -
narcolepsy (Sept. 2021)  Respective websites — Smart Pharma Consulting analyses Société Francaise de Recherche et Médecine du Sommeil — 2 Institut National du Sommeil et de la Vigilance
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Narcolepsy, once diagnosed, is treated in specialized centers, present throughout France,
mostly by neurologists and psychiatrists

Narcolepsy: Centers of Excellence & Specialists

CASE STUDY ' ’
Hospitals & Specialists Local HCPs (pre-diagnosis)
= The French Society of Sleep Research and Medicine — Referring — School nurse — Psychologist...
(SFRMS) issued approvals for 58 “Centers of Sleep”? physician

(mostly in hospitals and pluridisciplinary centers)

= Those centers can realize overnight polysomnographic
recordings and evaluate patients’ quality of sleep

— Neurologists & neuropediatricians
Centers of Reference (CRMR?) & Competencies (CCMR3)
— Psychiatrists & child psychiatrists

* The national Center of Reference for Rare Diseases
(CRMR) specialized in Narcolepsies & Rare Hypersomnia,

Hospitals & Specialists (pre-diagnosis)

located in Montpellier, elaborates the National Plan of CRMR & CCMR
Diagnosis and Treatment (PNDS#) for type 1 and type 2 (treatment and follow-up?)
narcolepsies and... — Neurologists & — Psychiatrists &
) neuropediatricians child psychiatrists
= .. coordinates 16 experts centers throughout France...
— Neurophysiologists — Pulmonologists
= _..of which 6 of Reference and 10 of Competencies
Sources: National Plan of Diagnosis and Treatments (PNDS) for type 1 and 2 narcolepsy 1 As of March 2024 -2 Centre de Référence Maladies Rares —3 Centre de Compétences Maladies Rares —* Plan National
(Sept. 2021) — BRAIN Team website — SFMS website — Smart Pharma Consulting analyses de Diagnostic et de Soins —* Including treatment for comorbidities (e.g., metabolic, neuropsychiatric, sleep apnea)
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There is one national PAG for narcolepsy, structured around local antennas,
and complementary to associations for rare diseases

Narcolepsy: PAGs

CASE STUDY

French Association of Narcolepsy-Cataplexy -
and Rare Hypersomnia (ANC?) Other associations

ASSOCIATION FRANCAISE
DE NARCOLEPSIE CATAPLEXIE
ET D'HYPERSOMNIES RARES

= One national PAG only, created in the national Center of
Reference for Rare Diseases (CRMR?) of Montpellier

» The association acts through local antennas around three
missions:
— Inform the public, the diagnosed patients and their
families on every aspect of the disease

— Help patients in their lifestyle changes (e.g., work life
adjustments)

— Promote research of causes and solutions against the
disease

Alliance S
maladies rares j' EURORDIS

UNIS POUR VAINCRE RARE DISEASES EUROPE

= Global, European and national associations for rare
diseases (e.g., Rare Diseases Alliance3 in France and
Eurordis at the European level):

— Promote better information and diagnosis pathways
— Organize meetings for various stakeholders
— Contribute to research through fundraising

= Certain Regional Health Authorities (ARS?) finance regional
associations, such as the Morpheus Network? in the
Parisian area

Sources: ANC, Alliance Maladies Rares and Réseau Morphée respective
websites — Smart Pharma Consulting analyses

Rare Diseases on the French Market — Case study: Narcolepsy

1 Association Frangaise de Narcolepsie Cataplexie et Hypersomnies Rares —? Centre de Référence
Maladies Rares —3 Alliance Maladies Rares —* Agence Régionale de Santé —° Réseau Morphée
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Most EMA-approved drugs are CNS depressants or psychostimulants, indicated for narcolepsy
with or without cataplexy, or ADHD! drugs used off-label

Narcolepsy: Competitors

CASE STUDY ' ’
f b diodal® lin®
. . Xyrem Modioda Ritalin < 1 g
| Drug name | [ Sunosi } [ Wakix } [ & Generics } [ & Generics } [ & Generics } [ Multiple }
f b b hyl
. S Na oxybate - Methyl- .
| INN | solriamfetol pitolisant (SXB) modafinil phenidate amphetamines
Mode of Histamine-3
. Psychostimulant receptor antagonist CNS depressant Psychostimulant Psychostimulant Psychostimulant
action ) / inverse agonist
f Pharmaco- b Dopamine & Dopamine & Dopamine,
logical nor;)drenaline Histamine H3 GABA-B norgdrenaline Dopamine noradrenaline &
_ logica target ) serotonin
e N 4
Company Phc:lrmcmovicl2 r J te a ', NOVARTIS Multiple
-)» bioprojet Gy v
- J :
4 )
EMA 2020 2016 2005 ~1992 ~1955 ~2012
approval )
( N
Type 1and 2 Type 1 and 2
Indications narcolepsy or Type 1and 2 Type 1 Type 1and 2 narcolepsy’ Pediatric ADHD®
OSA3 narcolepsy narcolepsy narcolepsy / Pediatric ADHD®
& J

1 Attention-Deficit/Hyperactivity Disorder —? In-licensing agreement with Axsome Therapeutics (Feb. 2023) -3 Obstructive Sleep Apnea: Syndrome d’Apnées-Hypopnées Obstructives du
Sommeil —* Licensing agreement for Europe with Jazz Pharmaceuticals (July 2008) —* Trade names include Provigil, Modasomil, Modalert — ¢ Trade names include Concerta, Quasym,
Medikinet, Rubifen — 7 Methylphenidate immediate-release has the MA for type 1 and 2 narcolepsy — & Used off-label for narcolepsy —° Including Elvanse and Vyvanse

Sources: HAS (March 2024) -
Smart Pharma Consulting analyses
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Among the potential new entrants, the TAK-861 (Takeda) for type 1 narcolepsy, has an innovative
mode of action, agonizing the orexin receptor 2, and has shown promising results in a Phase llb

Narcolepsy: Potential new entrants

CASE STUDY ' ’
[ Mazindol ER! (Quilience) Q% NLSng{p}gggg}iCS] [ TAK-861 ]

> Mode of action: CNS suppressant (dopamine & norepinephrine) > Mode of action: orexin receptor 2 agonist (OX2R)

> For type 1 and type 2 narcolepsy > For type 1 narcolepsy

> Anorectic developed for obesity by Sandoz in the 60s = Phase Ilb completed with 112 patients (February 2024)

= POLARIS study, phase Ila completed (Jan. 2023) in the USA with 67 —> Statistically significa.mt and cIirlicaIIy meaningful at 8 weeks of
patients wakefulness shown with the Maintenance of Wakefulness Test, of

> Improvement of cataplexy severity and EDS? reduction sleepiness shown with the Epworth Sleepiness Scale, of the

frequency of cataplexy shown with the Weekly Cataplexy Rate
= Two ongoing phase Il studies (AMAZE program)

Estimated completion: January 2025 = Phase lll trials to be initiated in 2024

= No Phase Il for type 2 narcoleptic patients, but ongoing research to

[ Samelisant (SUVN-G3031) SHA\!MEAN ] determine a possible use of TAK-861 for other indications
> Mode of action: histamine H3 receptor inverse agonist [ Enerisant (TS-091) L7 ]
> For cognitive impairment in type 1 and type 2 narcolepsy, RSO PG,

Parkinson disease, Alzheimer’s disease, schizophrenia > Mode of action: histamine H3 receptor antagonist / inverse agonist

= Phase Il completed (Oct. 2023) in the USA and Canada with 190 > For excessive daytime sleepiness in narcolepsy

patients = No optimal dose determined despite the completion of two Phase Il
- Statistically significant and clinically meaningful EDS? reduction trials (February 2022)

1 Extended release —? Excessive Daytime Sleepiness, based on the

Sources: clinicaltrials.gov — Respective companies announcements —Smart Pharma Consulting analyses Epworth Sleepiness Scale (ESS) total score compared to placebo at day
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The French narcolepsy market reached € 26 million in 2023, and its historical CAGR of +14.0% over
the 2019-2023 period indicates a strong potential for new entrants

Narcolepsy: Market size — structure & dynamics (2019-2023)

CASE STUDY ' ’
Narcolepsy drugs sales??2 (in € million) 20:3?323
30 - i = The French narcolepsy market is growing with a
26.1 Total +14.0% CAGR of +14.0% over the 2019-2023 period
22.0 2.8 | Naoxybate 9.1% » The retail distribution is an increasingly
e et important part of the total sales, with an
. t . .
20 1 17.6 2.7 soiriamieto NA 89% penetration rate in 2023:
15.4 159 4.6 . . .
2.6 — Na oxybate is sold only in hospitals
1.7 modafinil -2.5%
G — >99% of pitolisant, modafinil and
6.8 : solriamfetol sales are through retail
distribution
pitolisant +28.1% o .
65 8.3 = Pitolisant shows the highest market share (42%
in 2023) and the fastest 2022-2023 growth
' ' ' (+32.5%)
2019 2020 2021 2022 2023
Incl. Retail  » 64%  77%  84%  88% = 89% = A certain percentage of Solriamfetol sales comes
from its indication for obstructive sleep apnea
Incl. Hospital » 36% 23% 16% 12% 11% Pap
Sources: GERS (2019-2023) — Smart Pharma Consulting analyses 1 Ex-factory sales before rebates and taxes —? Excluding products prescribed off-label

Rare Diseases on the French Market — Case study: Narcolepsy March 2024 118



Smart Pharma

CONSULTING

Rare Diseases on the French Market

The success in the orphan drugs market depends on the capacity of pharma companies to develop
creative and hands-on approaches focused on HCPs, patients and caregivers needs

Market challenges & implications for pharma companies

Each disease specificity

= Develop in-dept market insights:

— What is the disease prevalence?

— What is the patient journey (from
symptoms to treatment)?

— What treatment centers and type of
physicians handle the disease?

— Are there international or national
PAGs??

— Is there a patients’ network?

— Are there any decent sources of
information available to these patients?

— What are the barriers patients might
face in accessing treatment?

= Adopt a holistic approach by developing
close relationships with involved
stakeholders?

Rare disease market challenges

Under-diagnosis

Pharma companies should help HCPs, PAGs
and patients collect information that might be
useful to characterize typical symptoms of the
disease which is not yet diagnosed

Map the patient journey to identify points in
care management to educate physicians on
their patient profile

In case of low diagnostic rate, pharma
companies could distribute free diagnostic
tests
Other possible disease awareness initiatives:
— Medical congresses
— Forums and websites to share data

Quality interactions with medical
community

Early access programs

Strong patients’ engagement

= Propose a tailor-made approach — around &
beyond the drug —as unmet needs of rare
diseases stakeholders are high

= Co-create services such as:

— Information re. patients' condition and
current treatment options

— Connection with KOLs / specialists

— Building of the medical community

— Development of early access programs
= Provide comprehensive information and

address the following topics:

— Therapy access

— Patients-assistance programs

— Clinical nursing support

— Disease education
Lifestyle management

Sources: “How to successfully launch a rare disease drug”, McKinsey (2018) — “A nuanced message:
marketing to the rare diseases community”, Pharma Voice (2017)— Smart Pharma Consulting analyses

Rare Diseases on the French Market — Case study: Narcolepsy

1 patient advocacy groups —? Payers, policy markers, HCPs, PAGs, patients, care givers, etc.
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Pharma companies operating on the orphan drugs market in France should adopt a “start-up
spirit”, offer their stakeholders! second to none services, around and beyond their drugs

Key success factors on the orphan drugs market

Business Strategy & corresponding tactics

Market access

= Early stage interactions with EMA and French health technology assessment (HTA) bodies to agree on
clinical protocols and medico-economic evaluation, respectively, are particularly important
Medical Affairs — Marketing & Sales

= Close interactions with academics, clinicians, PAGs and health authorities are imperative to be successful
on the rare diseases market, so that to join forces for earlier diagnosis and better patient management

= Medico-marketing and sales teams should focus on generating and disseminating data, while adopting a
holistic approach by offering specific around / beyond the drug services for HCPs and patients

= QOperating on rare diseases markets requiring specific skills and a strong engagement with various key stakeholders ...

= .. itis essential for pharma companies to set up a fully dedicated organization, with a certain degree of autonomy?

= The structure should remain lean and the processes simple

= Cross-functional operating mode and excellence in execution should be a cultural priority to ensure operational efficiency

L payers, policy markers, HCPs, PAGs, patients, care givers, etc. —? Ideally for the R&D, medico-marketing and sales activities.

Sources: Smart Pharma Consulting analyses Other functions such as regulatory and governmental affairs, market access, finance, human resources, legal affairs, etc. should be shared
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Rare diseases management being a governmental priority, despite healthcare budget constraints,
the orphan drugs market will remain attractive for companies mastering the codes of the segment

= Rare disease prevalence: 3 M = Sales: € ¥4.3 Bin 20232 = Sales growth: 2023 — 2028: +9.5% p.a.

Key Takeaways: Rare diseases market in France

= ... and this marketing authorization is then
transposed in France by the ANSM*

= QOrphan drug designation and marketing
authorizations are granted by the EMA3...

= Direct comparators are not required for
orphan drugs clinical evaluation

= QOrphan drugs can benefit from early
access authorization granted by the HAS>

= Rare diseases plans have been introduced by health = 23 rare diseases healthcare networks have been set to
authorities to improve diagnosis and patient management better coordinate the actions of involved stakeholders

= Key success factors for pharma companies:
— Establishment of early and close links with stakeholders directly concerned with the rare disease
— Development of services to facilitate an earlier diagnosis and a better management of patients treated by orphan drugs
— Orphan drugs should preferably be managed in fully dedicated rare disease business unit, if part of a big pharma company

. . 1 Ex-factory price —? The French orphan drug market represents 2.5% of the worldwide market — 3 European Medicines Agency —
Sources: Smart Pharma Consulting analyses 4 Agence Nationale de Sécurité du Médicament —*° Haute Autorité de Santé
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The narcolepsy market in France is small but dynamic, and the unmet needs important,
making it still attractive for newcomers with new mode of actions, such as TAK-861

Key Takeaways: Narcolepsy market in France

= Narcolepsy prevalence: 20K to 30K = Narcolepsy incidence: 900 p.a.
= Sales: € ~26.1 M in 202312 = Growth: 2019 — 2023: +14% p.a.
e
= Two learned societies: SFRMS3 & INSV*4 r;z"abfdcahdfnﬁﬁ;é% = One dedicated PAG: ANC>
= Disease pre-diagnosed by referring physician, xﬁﬂ%&’ﬁsg{g‘ﬁ = Disease treated by neurologists, neuro-
school nurse, psychologists P g S pediatricians, psychiatrists, child psychiatrists...

= 17 expert centers for Narcolepsies and rare hypersomnia and 58 Centers of Sleep

® The drugs market is shared by 4 molecules, of which = Amongst the newcomers, Mazindol which is the most
pitolisant is the leader with 42% market share in value advanced should be followed by Samelisant and TAK-861

1 Ex-factory price —2 The narcolepsy drug market represents 0.6% of the French orphan drug market — 3 Société Frangaise de Recherche et Médecine du

Sources: Smart Pharma Consulting analyses Sommeil —# Institut National du Sommeil et de la Vigilance —* Association Frangaise de Narcolepsie Cataplexie et Hypersomnies Rares
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Smart Pharma The French Food Supplements Market

Smart Pharma Consulting has evaluated the French food supplements market attractiveness
and estimated its 2027 perspectives

Introduction

Context — Objective

* The French food supplements market has shown a steady the analysis of the:

rowth over the past years )
g pasty * Regulatory environment

= Smart Pharma Consulting has carried out a new study on
the French food supplements market with a focus on the
retail pharmacists’ distribution channel * Key customers

* Key competitors

= The objective of this position paper is to share our: — Estimates of the 2023 — 2027 market growth potential

— Assessment of the 2019 - 2023 market trends through

Methodology

= Review of professional magazines (Le Quotidien du = Analysis of retail pharmacies sell-out data
Pharmacien — Le Moniteur des Pharmacies — Le Pharmacien
Manager — Pharmaceutiques) and trade organizations
websites (e.g., NéreS, Synadiet)

= |nterviews of 36 stakeholders including retail pharmacists,
VTOs?, professional organizations, distributors, key food
supplements manufacturers

= Review of Smart Pharma Consulting publications (reports, .
articles, position papers) = Analysis of collected data

= Market assessment and 2027 perspectives

Sources: Smart Pharma Consulting 1 Voluntary Trade Organizations (i.e., groups of pharmacies)
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No major new regulations likely to disrupt the market in France are expected by the end of 2027,
but authorities will keep on improving the quality, efficacy and safety of food supplements

Regulatory environment

= The series of regulations introduced since
2002, have led to:

— Improve the quality, efficacy and safety of

= Even if there is a regulatory harmonization at European
level re. food supplements quality, efficacy and safety for
consumers, more restrictive constraints on ingredients,

concentration, etc., can be applied at local level, leading to products (e.g., setting maximum strengths
formulation adjustments, locally and to export countries e it e a;\d minerals, plants

®= The EU and French authorities regulate food supplements: reassessment)
— Ingredients — Increase the confidence of consumers

— Maximum daily dose

— Claims (nutritional and health) and labelling
— Modalities of market entry (e.g., notification)
— Post-marketing monitoring

— Create higher entry barriers for newcomers

= Driven by the “precautionary principle”, EU
and French authorities are likely to further

" They have set a closed list of: strengthen quality and safety controls, and
— Vitamins & Minerals the standards of food supplements
— 540 plants
— Essential oils = The VAT might increase on certain products
that can be used as food supplements from 5.5% like for food products to 10% for
= Several measures have been introduced to set maximum I I OTCs or 20% for certain medical devices,
levels of contaminants and pesticides residues slimming products, etc.

Sources: Synadiet (March 2024) — EFSA (March 2024) -
Smart Pharma Consulting analyses
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Almost 60% of French people have taken food supplements and 44% several times in the year,
following HCPs recommendations, and especially those of retail pharmacy teams

Current consumers’ behavior (1/4)

Share of consumers
over the past two years

Regular
consumers 75%
(> 2 times p.a.)

41%
Non Consumers
consumers

59%

Consumers for

(v)
less than 2 years S

Expected benefits from food
supplements consumption

Immune system reinforcement
Vitality & energy

Sleep & relaxation improvement
Stress & mood regulation

Digestion facilitation

= After medicines, food supplements are seen by consumers
as the most credible solution to manage their health

= This credibility is driven by:
— HCPs recommendations and
— Consumers own experience

= Recommendations of relatives, colleagues and friends, as
well as comments on Internet, influence consumers’
opinion

= They are aware that HCPs, especially pharmacists and their
staff, can provide them with quality advice

Sources: Survey carried out on 1,017 people by Harris Interactive for Synadiet (March 2023) —
Smart Pharma Consulting analyses
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When buying food supplements, consumers attach a great importance to their naturalness, the
clear indication of their allegation and the price, the latter being exacerbated by the inflation

Current consumers’ behavior (2/4)

Consumers purchasing criteria

78% 77%

72% 71%

Naturalness Free of Knowledge
additives of
Allegation Price ingredients  Advice of
on the prescriber / seller
packaging

Consumers differentiate food
supplements from medicines by:

= Their naturalness

“Unlike drugs,
food supplements are natural”

“There is no chemical ingredients. It
is just vitamins, probiotics, plants or
plants extracts”

» Their usage

“They are useful even if we are not
sick, which is not the case for drugs”

= Their mode of distribution

“Food supplements are available

over-the-counter, and do not
require a prescription”

Sources: Survey carried out on 1,017 people by Harris Interactive for Synadiet (March 2023) —
Smart Pharma Consulting analyses
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Consumers use multiple channels to buy food supplements, but retail pharmacies remain
the preferred one, and this preference has increased in 2023 compared to 2022

Current consumers’ behavior (3/4)

Consumers points of purchase = Pharmacists are not only the first point of purchase
in 2023...
459 = .. but their importance has also increased compared
Retail pharmacies 9 50% to 2022 (50% vs. 45%)
| 41% = The importance of other channels has decreased in
Parapharmacies i i i i i
T s 2023, excepting mail orders which are identical
28%
e N 27%
. 30%
Supermarkets & retail shops _ 23%

Organic shops 26% 2023 2022

(e.g., Biocoop, Naturalia) | 22% . . . . . .
: * Pharmaceutical website (e.g., Atida, NewPharma, 1001 pharmacies) 50%

Nutrition shops 10%

(e.g., Naturhaus, Bodysano) [ 2% * Natural health websites (e.g., Onatera) 41%

Vail order | 7% * Non-specialized marketplaces (e.g., Amazon, Cdiscount, Veepee) 40%
0,
_- 7% * Corporate / product websites 30%
. 7% _— . . . o
Door-to-door selling _ 4% » Distributors websites (e.g., Carrefour.fr, chezmoi.leclerc, Biocoop) 19%
= Social networks & others 15%
2022 [ 2023

Sources: Survey carried out on 1,017 people by Harris Interactive for Synadiet (March 2023) —
Smart Pharma Consulting analyses
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Retail pharmacists that have been interviewed confirm the increasing demand for food
supplements and the importance attached to the quality of advice given to consumers

Current consumers’ behavior (4/4)

Retail pharmacists’ perception

Spontaneous

When consumers are satisfied, they become
attached to the brand and continue to buy it

Naturalness is increasingly important for
consumers (but not so much for the label “bio™)

Consumers look for effective solutions and advice
when they buy through the pharmacy channel

Food supplements consumers are younger and
younger, starting from 25 years old

In general, consumers are loyal to food
supplements brands

quotes

¢ 6 6 ¢

Spontaneous
quotes

An increasing number of consumers adopt a web-
to-store purchasing behavior

Many consumers are ready to pay a premium
price for food supplements of high quality

Consumers take more responsibility for their own
health by giving more importance to prevention

They trust the advice of the pharmacist or of the
pharmacy staff

Consumers’ feedback is most often positive

D
D

D
D
®

Number of respondents (22) % of respondents: (@) >90% @ 75%<x<90% () 50%<x<75% (W <50%

Sources: Retail pharmacists’ interviews (March 2024) —

! 1 Consumers do not necessarily trust this label which is in addition associated with pricy products
Smart Pharma Consulting analyses
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Retail pharmacists do not anticipate major changes by 2027 in consumers’ behavior
regarding the consumption of food supplements

Consumers’ behavioral trends by 2027

Retail pharmacists’ perception

How do you think the consumers’ behavior What is today and what will be in 2027 the origin of the

will evolve by 2027? food supplements purchased in your outlet?

Lookin
f & Prescription of HCPs?!
or more
Adopting naturalness Price increases 40% Advice of the
a more preventive a might slow down 50% Pharmacy staff
attitude their consumption
e e Consumers demand
= The demand of consumers for the following categories of 2024 2029

products should be very dynamic:
= Patients used to go to physicians to get reimbursed drugs

— Probiotics — Vitality — Sleep — Respiratory tact o o
= Physicians have a limited knowledge about food supplements

* Thereis a need to address Central Nervous System (CNS) troubles and are not very interested by them
with food supplements (e.g., pain, depression, mood) = |n 2027, the consumers will be better informed and more
= They may pay more attention to eco-friendly packaging confident than today to self-medicate

Number of respondents (22)

Sources: Retail phar iR (March 2024) - 1 GPs, specialists, midwives, naturopaths, osteopaths, dietitians, etc.
Smart Pharma Consulting analyses
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Most of interviewed pharmacists do list food supplements, even if available through
alternative channels, provided the prices offered are not smashed compared to theirs

YES

2024

Pharmacists’ behavior re. multichannel distribution

Do you list food supplements brands that are available
through other channels than the retail pharmacies?

“The risk is to give advice to our clients who will
then buy the food supplements on Internet”

“When products are sold on marketplaces like
Amazon, without advice, | am suspicious; it does
not convey a good image”

“Almost all manufacturers have their own
website”

“Internet is not necessarily cheaper, due to
transportation costs”

“We do not like it, but we do not have the
choice”

Number of respondents (22)

“I refuse to list products that are available
online”

“If the prices are discounted online, | stop to sell
the brand”

“I am afraid to lose my client”

“I select products or product ranges which need
advice so that | limit the competition against the
low-price offers available on Internet”

“For my elderly customers, Internet is not widely
used for this type of products”

Sources: Retail pharmacists’ interviews (March 2024) —

Smart Pharma Consulting analyses
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Most of pharmacists do not worry about alternative distribution channels, but remain vigilant
and are aware of the necessity to deliver high quality advice to consumers to retain them

Evolution of the distribution channels by 2027

How do you think the distribution channels What do think about the alternative distribution channels
will evolve by 20277 to retail pharmacies and their evolution by 20277
= Increase of retail '  Internet .
pharmacy channel = The risks of wrong self-diagnosis by consumers and misuse are
Decrease of retail high, if the food supplements are taken for the first time (8)
pharmacy channel = Some consumers get advice from the pharmacy staff and then

buy on Internet (5)

= Astrong increase is anticipated (4), with a possible impact on
food supplements sales and margins at retail pharmacies (3)

No change = For some other pharmacists, the importance of Internet should
remain limited because consumers need advice (4)
Click & Collect
* |t does not work in rural areas (8)

2024-2027 = Might be interesting for young consumers, living in the city and
= Consumers will always need pharmacists’ advice (12) especially for the renewal of their initial purchase (3)
= Supermarkets, organic shops, e-shops, will take more Others
importance, but the products sold, and their quality, will = Organic shops are often more expensive than pharmacies (5)

be different from those in pharmacies (6) = Supermarkets grow the market and its awareness, without

= Physicians have a limited knowledge about food directly competing with pharmacies (5)
supplements and are not very interested by them = Home delivery is becoming more important (3)

Number of respondents (22)

Sources: Retail phar macists interviews (March 2024) - 1 GPs, specialists, midwives, naturopaths, osteopaths, dietitians, etc.
Smart Pharma Consulting analyses
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The three key criteria for interviewed pharmacists to select food supplements are
the efficacy, the net price and the reputation of the marketing company

Listing criteria of pharmacists

15t criteria 2" criteria 3rd criteria 4th criteria

= “First of all, we need efficacious products,
relieving our clients” (7)

“One pays particular attention to the
consumers’ feedback” (6)

Efficacy

= “Prices must be acceptable if we want the staff
to recommend the products” (4)

» “Trade conditions are very important” (3)

Price & discounts

= “Pileje is a must have for digestive troubles” (4)

“Arkopharma and Puressentiel are well-known
by the consumers (1)

Corporate awareness

= “Santis has a narrow portfolio, but the

Portfolio breadth
products are well conceived” (2)

Consumer demand i i

Number of respondents (22) (x) Number of quotes

Sources: Retail pharmacists’ interviews (March 2024) —
Smart Pharma Consulting analyses
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Aboca has doubled its sales in two years, driving its growth from a narrow portfolio, supported by
scientific evidence with a good storytelling based on a vertical integrated organization

14 Selected competitors’ ID cards (1/6)
oca
Sales (Sell-out incl. VAT in € million) Marketing & Sales strategy Strengths (Pharmacists & competitors views)
CAGR: +37é;%3 * Positioning: 100% biodegradable & Company
:25'% 417 natural products Good storytelling (from the field to consumers)?2
+11.3  33.4 " Commercial strategy: B2B2C & B2C Investment in scientific proofs?
+51% = Points of sale: ~4,000 (pharmacies

21 -7

and parapharmacies)
= B2C communication channels:

— Aboca website

Social media (Instagram, YouTube)

2021 2022 2023

# of } 29 30 Scientific evidence?
products

Free personalized counselling

Corporate Strategy & Values
= Sales breakdown by category (2023):

— Respiratory tract: 48%
— Digestion: 38%
— Circulation: 6%
— Vitality & Immunity: 4%

= |ntegrated value chain, from organic
farming to commercialization

= Commitments:
— Natural-based solutions only

* France is the 3™ largest market for — Constant R&D and HCPs education
Aboca, after Italy and Spain — Labelled B-Corp (since 2019)

* Sales on the French market

Portfolio
Very efficacious products (8)

Expensive and yet very requested (4)
Commercial relationships

Very qualitative trainings (3)

Good relationship with the representative (2)

Vigilance points (Pharmacists & competitors views)
Company
Some formulations are complicared?

Portfolio
Narrow portfolio (~¥29 products)?

Commercial relationships
Pharma reps do not visit or visit enough pharmacies (3)

(x) Number of quotes

Sources: Aboca website and press releases — GERS Data — Retail pharmacists’ interviews (March 2024) —
Competitors’ interviews (March 2024)— Smart Pharma Consulting analyses
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1 For example, clinical study of NeoBianacid vs. omeprazole in the relief of
heartburn (2023) — 2 Competitors’ interviews
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Aragan’s good sales progression is driven by two well appreciated product ranges, a good quality

of training in situ for pharmacy staffs, and performance-based rewards to motivate them

ARAGAN.

+4.2 1
435 394 +14% 35.3
27.6 +13% Pad
j ) I
2021 2022 2023
# of
products } 86 86 99

Sales (Sell-out incl. VAT in € million)
CAGR: +13%

Sales breakdown by category (2023):

— Digestion: 26%

Respiratory tract: 15%
Vitality & Immunity: 15%
Mood — Stress — Sleep: 15%
Joints: 10%

Geographical footprint: Mainland
France, FOTs, and Belgium

EBITDA: 20%

Selected competitors’ ID cards (2/6)

Marketing & Sales strategy

Two product ranges in France:

— Pureprotect: protection of active
ingredients kept cold in a fridge

— Synactifs: synergistic combination
of active ingredients?

Commercial strategy: B2B2C
Points of sale: >2,300 pharmacies
B2C communication channels:

— Free personalized counselling

Corporate Strategy & Values

Commitments:
— Innovation

— Individualized solutions and advice

— Sustainability: Havea CSR policy

Strengths (Pharmacists & competitors views)
Company
Good quality products3
Good trainers3
Incentives to pharmacy staff are well appreciated3
Portfolio
Good brands and good combinations of ingredients (5)

Narrow product range (82) but clear indications (2)
Affordable prices (1)

Commercial relationships
Very qualitative trainings (3)

Good relationship with the representative (2)
Vigilance points (Pharmacists & competitors views)

Company
Commercial combativity3

Portfolio
Pureprotect must be kept in Aragan fridges (1)

* Sales on the French market (x) Number of quotes

Sources: Arkopharma website and press releases — GERS Data — Retail pharmacists’ interviews (March 2024) —
Competitors’ interviews (March 2024)— Smart Pharma Consulting analyses

LIf one includes Belgium, Aragan sales amounted to € 55 M in 2023 —2 Based on amino
acids, vitamins, essential oils, plants, trace elements —3 Competitors’ interviews
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Arkopharma is a pioneer in France on the food supplements market, and for this reason benefits
from a strong awareness, along with a good reputation from consumers due to its low prices

, Selected competitors’ ID cards (3/6)
~Arko
PHARMA
Sales (Sell-out incl. VAT in € million) Marketing & Sales strategy Strengths (Pharmacists & competitors views)
CAGR: +2.5% = Positioning: phytotherapy (50% of Company
+0.3 i i
128.3 63 1346 +0% 134.9 sales) and innovative forms = Animportant presence in pharmacies?!

+5%

Pl -~ " Commercial strategy: B2B2C & B2C = A strong awareness amongst the general public?
* Points of sale: >13,000 pharmacies . 1
(80% of sales), parapharmacies and Affordable products
supermarkets (12%), e-business Portfolio
(~5.5%), of which e-shop <1%
o = Well-known and requested (2)
. . = B2C communication channels:

2021 2022 2023 = Well-tolerated products (2)

— Free educative booklets

# of . . .
products P 204 2% 277 — Podcasts with a naturopath Commercial relationships

_ Social media & influencers = Regular calls from the representative (3)

= Sales breakdown by category (2023):

Corporate Strategy & Values Vigilance points (Pharmacists & competitors views)
— Vitality & Immunity: 24%
_ Beauty: 18% = Respect of the environment, clients Portfolio
& . and commercial partners o ‘
— Mood - Stress — Sleep: 15% = Difficulties to push such a large portfolio (264 products)?

= Expertise & Excellence in natural

- - i . [s)
Uro-genital tract: 11% healthy products

. G hical footprint: 60 tri Commercial relationships
cograpnical footprint: 6L countries = Passion & Engagement with a strong

= EBITDA: 25% entrepreneurial audacity = Too many different products to list to get rebates (1)

* Sales on the French market (x) Number of quotes

Sources: Arkopharma website and press releases — GERS Data — Retail pharmacists’ interviews (March 2024) —

P . .
Competitors’ interviews (March 2024)— Smart Pharma Consulting analyses Competitors” interviews
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NHCO high growth is based on a combination of good products, with a premium price combined
with a selective distribution and a strong presence to encourage the staff to recommend them

N
o

Sales (Sell-out incl. VAT in € million) Marketing & Sales strategy

CAGR: +28% = Positioning: specialization in
+9.9 44.0 aminoscience
+7‘f = Commercial strategy: B2B2C & B2C
26.8 *2/774
= Points of sale: >2,100 pharmacies
= E-shop: on NHCO website
. = B2C communication channels:
2021 2022 2023 — Free booklets re. various topics
# of . .
products P67 66 66 — Free personalized counselling

= Sales breakdown by category (2023): — Social media & influencers

— Vitality & Immunity: 34%

— Beauty: 18%

— Slimness: 12%

— Memory & Concentration: 6%

Corporate Strategy & Values

= Commitments:

— “Entreprise a Mission”! status
since June 2023

— Excellence & Innovation

— Hand in hand partnership with
HCPs & pharmacists

= Geographical footprint: Mainland
France & Monaco

= EBITDA: 16%

* Sales on the French market

Selected competitors’ ID cards (4/6)

Strengths (Pharmacists & competitors views)
Company
Strong image based on good formulations?
High quality packaging?
Portfolio
Very qualitative brand (4)
Top range, luxury range (3)
Commercial relationships
Qualitative regular trainings (3)
Incentives & free samples for the team to try (2)
Vigilance points (Pharmacists & competitors views)

Company
Marketing combativity?
Portfolio
Expensive (3)
Commercial relationships
High sales goals to achieve (2)

(x) Number of quotes

Sources: Arkopharma website and press releases — GERS Data — Retail pharmacists’ interviews (March 2024) —
Competitors’ interviews (March 2024)— Smart Pharma Consulting analyses

The French Food Supplements Market — Situation Analysis & Perspectives

L French legal framework in which businesses pursue a set social and environmental
purpose with specific sustainability goals. In practice, this means that NHCO is
committed to sustain responsible micronutrition —? Competitors’ interviews
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Pileje success has been driven by close relationships with physicians, especially in the field of

microbiotas, however, their portfolio being large, it is viewed as difficult to recommend

Sales (Sell-out incl. VAT in € million)

CAGR: +9%

+16.4 .
+5.8 144.3

2021 2022 2023

# of
oroducts P 197 194 190

= Sales breakdown by category (2023):

— Digestion: 43%

— Mood — Stress — Sleep: 29%
— Vitality & Immunity: 7%

— Respiratory tract: 4%

= France accounts for ~70% of the
global sales of Pileje

* Sales on the French market

0,
122.1 +5% 127.9 +1/3VA

Selected competitors’ ID cards (5/6)

Marketing & Sales strategy

Positioning: specialized in nutrition
phytotherapy! and microbiotas

Commercial strategy: B2B2C & B2C

Points of sale: >10,000 pharmacies
(98% of sales) and Pileje e-shop (2%)

B2C communication channels:
— Pileje website

— Social media (Instagram, YouTube,
Facebook, LinkedIn)

— National campaigns for prevention

Corporate Strategy & Values

Sustainability: ECOCERT certification
(2008)

Pileje foundation? (since 2005) aims at
optimizing quality of life

Partnerships & sponsorships3

Strengths (Pharmacists & competitors views)
Company
A success story built on partnership with physicians®

The reference for probiotics, supported by nice studies*

Portfolio
Very famous and requested by consumer (6)
Regular launches of novelties (2)

Commercial relationships
Well trained people, delivering qualitative trainings (8)
Regular calls and good relationship with reps (4)

Vigilance points (Pharmacists & competitors views)

Company
Products launches outside of its field of expertise (2)
Portfolio

= Differences between products difficult to explain (5)

Commercial relationships
Commercial conditions based on pharmacies’ sales (2)

(x) Number of quotes

Sources: Pileje website and press releases — GERS Data — Retail pharmacists’ interviews
(March 2024) — Competitors’ interviews (March 2024) — Smart Pharma Consulting analyses

The French Food Supplements Market — Situation Analysis & Perspectives

LIncluding raw material for magistral preparation done by retail pharmacists —2 More than 51% of the fund
held by Pileje —3 More than 51% of the fund held by Pileje — 3 With healthcare foundations (e.g., AP-HP

foundation, Rare Diseases Foundation) as well as with professional athletes
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The reputation of EA Pharma® benefits from the pharma legacy of the brand “Granions” which is
an historical expert in trace elements, and its large portfolio and pricing strategy drive its growth

Selected competitors’ ID cards (6/6)

Sales (Sell-out incl. VAT in € million)* Marketing & Sales strategy
CAGR: +23% z02 = Positioning: expert in trace elements
+10.7 = Leading position: oligotherapy,
+2.5 +38%

collagen, muscular and joint comfort,
sport nutrition

= Commercial strategy: B2B2C & B2C

= Points of sale: >6,500 pharmacies and
parapharmacies (70% of sales)

= QOrganic stores & sport stores (20%)
2021 2022 2023 and others (10%)

# of } 180 171 159 = B2C communication channels: social
products .
media (Facebook, Instagram,

= Sales breakdown by category (2023): LinkedIn), mass media (TV and press)
Joints: 32%
Beauty: 16%

Corporate Strategy & Values

— Vitality & Immunity: 14% = Natural healthcare solutions
— Slimness: 10% = |nnovation

= Geographical footprint: 60 countries = Quality & Security

= EBITDA: 25% = Sustainability

* Sales on the French market

Strengths (Pharmacists & competitors views)
Company
Well-positioned on sport nutrition?

Pharma legacy with the brand “Granions”?

Portfolio

Product offer adapting to consumer demand
(e.g., launch of a collagen) (3)

Very good price / quality ratio (2)

Commercial relationships
Low turn-over of in-field people and regular visits (2)

Good commercial terms through VTOs (4)

Vigilance points (Pharmacists & competitors views)

Company
Lack of consistency in the product offering?
Aggressive pricing?
Portfolio
Lack of consistency in the product offering?
(x) Number of quotes

Sources: Arkopharma website and press releases — GERS Data — Retail pharmacists’ interviews (March 2024) —
Competitors’ interviews (April 2024) — Smart Pharma Consulting analyses
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1 Part of Olyos group —? Competitors’ interviews
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The top 3 therapeutic areas of the selfcare market* are led by OTC / OTX drugs
while food supplements are more focused on vitality, immunity, stress and sleep indications

Selfcare market breakdown by product type and indication (2023)

Sales in € million? (Sell-out in pharmacies)

Total
553 532 501 396 357 162 1,065 3,566
(16%) (15%) (14%) (11%) (10%) (5%) (30%) (100%)

Food supplements
1,351
(38%)

501

(14%)

OTC / OTX drugs
2,215
(62%)

347 668
(10%) (19%)

64 80
(2%) (2%)
. . . . NURT 2
Digestive system  Respiratory tract Pain Vitality Stress Others
& immunity & Sleep
Circulation
* Excluding medical devices
Sources: NéreS / OpenHealth (2024)— 1Sell-out, in public prices including VAT —2 Anti-smoking drugs, articular system, breastfeeding, homeopathy, growth,
Smart Pharma Consulting analyses phycological aging, pregnancy, skin care, urinary & genital system, vision, weight management, women's health, etc.
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Food supplements segments are particularly competitive, with a total number of market
players ranging from 242 to 286 for the top 3 strategic segments in 2023

. . s
Attractiveness by strategic market segment (2021 — 2023) u’,:f;f,:"tnt
e
Main food supplements’ strategic market segments " The top 3 segments, which accounted together for
~55% of the food supplements market in MAT
50% : Respiratory : : 11/2023, are particularly competitive:
= 0% b VL tract! g L Vo — Vitality & Immunity (22% market share with a
9" i @ | | +10.8% CAGR from 2021 to 2023): 286 players
‘:':‘ 30% | -------- § P P - S P — — Stress & Sleep (17% market share with a +7.3%
E i | | P CAGR from 2021 to 2023): 242 players
8 20% |- AT iiaiieiieteiete : — Digestive system (16% market share with a +8.2%
% L% _______G_enltIQ urinary 61 :r________ﬁeat:ty h CAGR from 2021 to 2023): 258 market players
N | | Joint
N 720 . i 9 '
o WOmen s 54 The respiratory tract segment (13% market share with
LA R s s T - —— 4% - -,
g 0% 2 : ‘health @. clr'ﬁtor | a +37.5% CAGR* from 2021 to 2023) is a seasonal
S . D . 59 Vo & s'eeb market whose annual performance depends on the
-10% |~ Eyecare 1~ L ‘Siinieieieletaly Il o ) .
. @ : | incidence of winter pathologies
0 100 150 200 250 300

= Other segments accounted individually for 8% or less
of the market in MAT 11/2023, with 2021-2023 CAGR

O MAT 11/2023 sales in € M ranging from -13.4% (diet) to +8.6% (beauty?)
(share of the MAT 11/2023 supplements market which reached € 1.6 B)

Number of market players?

. _ _ 1 MAT 11/2021 and MAT 11/2023 sales, in public price including VAT —2 Not only food supplements but also medical devices (e.g., Phytoxil) —
g?nu;ff ;hgfrﬁzglngjﬁ”(,zo;: é?yieers fzeijgéstim ates 3 Market players with sales in 2023 —* +37.5% CAGR explained by a significant decrease of the segment in MAT 11/2020 due to
Covid-19 lockdown, which significantly reduced seasonal pathologies —* Incl. hair and nails, skin, sunscreen and antioxidants
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Food supplements innovations should fulfill consumers expectations such as proven efficacy,
personalized solutions, more convenient forms, a sustainable sourcing and a clean label approach

Food supplements innovations by 2027

Consumers drivers propelling innovations s

*

o (00D SUPPLENENT)

= Science-backed innovations to evidence the efficacy
and the safety of the functional ingredients proposed

= Better convenience by offering multiple ingredients in
one product and/or new forms (e.g., drinks, chewing
gums, effervescent tabs, sprays, powder, sticks packs)

= Personalization to suit to individual needs
(e.g., the company Nourished proposes consumers to
select functional ingredients included in their 3D
printed gummies)

= More appealing organoleptic qualities (i.e., visual = Clean and clear labels, with recognizable and closer-
aspects, taste, texture, flavor) of food supplements to-nature ingredients (e.g., vegan) and sustainability
would contribute to consumer satisfaction credentials are increasingly valued by consumers

Sources: Food Business Review, Oct. 31, 2023 — Nutraceuticals World February 2022 — Nutraskills website,
March 2024 — StartUS Insights April 2023 — Smart Pharma Consulting analyses
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Market Opportunities & Threats analysis

Market opportunities | 1to5*

Authorities

= EU / French regulatory constraints representing a barrier 4
for new entrants while making export business easier

= Authorities” willingness to foster preventive health policies 4

Clients

= Food supplements’ outperformance (+8.1% CAGR over 5
2019-2023) due to growing demand for naturalness

= Traffic in retail pharmacies keeps on increasing with a 4
2019-2023 CAGR of +2.6% for selfcare products?

= |ncreasing pressure on pharmacists’ margins leading them

. 4

to focus on profitable segments (e.g., food supplements)

= Consumers’ confidence in retail pharmacists’ advice, who 3
can easily switch them from a supplement to another?

Suppliers

= Higher quality of food supplements available in pharmacies 3
vs. those distributed in large and medium-sized stores

= Innovations (e.g., liposome, anti-aging products, etc.) 3

Authorities
No threat identified by 2027

Clients

Food supplements market growth slowdown in 2023 4
(+10.8% vs. +14.8% in 2022) due to:

The start of a new post-Covid-19 cycle

Inflation impact on consumers’ purchasing power

Food supplements very rarely prescribed by physicians3 3

Decreasing number of retail pharmacies in France (-0.9%
CAGR over 2019-2023)

N

Suppliers

Fragmented markets, with 143 to 286 market players
depending on indications in 2023 (incl. large companies 5
such as Procter & Gamble, Bayer, Sanofi or Perrigo)

Competition from OTC/OTX blockbusters well anchored in
patients’ mind (e.g., Oscillococcinum, Daflon, Nurofen)

N

Development of new distribution options (e.g., direct sales 3
from manufacturers, e-commerce, para-pharmacies)

* 1 =Low importance — 5 = High importance

Sources: External interviews (March 2024) — NereS / OpenHealth (2024) -
Smart Pharma Consulting analyses

The French Food Supplements Market — Situation Analysis & Perspectives

LIncluding food supplements and OTC/OTX products — 2 Provided its price is not significantly higher —
3 Mainly prescribed by specialists such as gynecologists or nutritionists, but quite never by GPs
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Within the selfcare market*, the food supplements segment is likely to grow
more than twice faster than the OTC/OTX drugs segment

Selfcare market trends by segment (2019 — 2027)

. - . . CAGR CAGR
Sales in € million? (Sell-out in pharmacies) 20192023 20232027
v v
4,500 - 4,283 Total +3.8% +4.7%
4,000
» Food +8.1% +7.9%
supplements
3,000 1,351
(38%)
2,500
2,000
1,500
2,086 2,215 OTC/OTX drugs +1.5% +2.6%
1,000 (68%) (Z0)
500
0

2019 2023 2027

* Excluding medical devices

Sources: NéreS / OpenHealth (2020 - 2024) — . P .
Smart Pharma Consulting analyses and estimates ! Sell-out, in public prices including VAT
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The food supplements market should increase by +7.9% p.a. from 2023 to 2027,
mainly driven by Vitality & Immunity, Stress & Sleep indications

Food supplements market segment breakdown by indication (2019 — 2023)

les in € million (Sell-out in oh . CAGR CAGR
Sales in € million? (Sell-out in pharmacies) 2019-2023  2023-2027
v v
1,833 Total +8.1% +7.9%
1,800 -
1,600 - Others? £2.7% 2.5%
1,400 - 1,351
124 (7%) Respiratory tract +9.7% 9.3%
1,200
Digestive system +6.0% 10.8%
10 (172
1,000 A7
0
500 87 (4%) B
£00 206 (15%) 435 (24%) Stress & sleep +12.7% 11.9%
400 163 (17%) [ 277 (20%)
172 (17%) e . .
NP Vitality & immunity +15.1% 9.0%
200 332 (25%) ’ y v ° °
189 (19%)
0
2019 2023 2027
Sources: NéreS / OpenHealth (2020 - 2024) — 1Sell-out, in public prices including VAT -2 Articular system, circulation, breastfeeding, growth, phycological aging,
Smart Pharma Consulting analyses and estimates pregnancy, skin care, urinary & genital system, vision, weight management, women's health, etc.
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French food supplements growth will be driven by improved quality of products, a larger number
of consumers eager to better manage their health and HCPs more prone to recommend them

Key Takeaways

1. Regulatory environment 2. Physicians’ behavioral trends
= No major regulatory decisions are expected at European = Physicians prescribe more and more food supplements, and
level, nor at national level, that are likely to impact the food especially gynecologists, dermatologists and nutritionists

supplements market trend = Probiotics are increasingly prescribed with antibiotics

3. Pharmacists’ behavioral trends 4. Consumers’ behavioral trends

= They attach a great importance to clarity of
allegations, naturalness and price

= Food supplements are a significant source of
business, accounting for 50% of the non-
reimbursed retail pharmacies growth

= They use multiple channels, but retail
= They focus their listing on few brands that pharmacies remain their preferred one

are well-appreciated by their consumers

= No major changes are anticipated in
consumers’ consumption of food
supplements by end of 2027

= Trainings and information from suppliers are
expected to deliver quality advice to consumers

5. Competitive landscape 6. 2023 — 2027 market growth
= Historical OTC players (e.g., Cooper, Sanofi (Opella), UPSA) = Food supplements should grow twice faster than OTC/OTX,
are entering or strengthening their position at a pace of +7.9% p.a. from 2023 to 2027
= Manufacturers favor agreements with large pharmacies!? = The segment will be mainly driven by Vitality & Immunity,

= KAMs? and Reps are instrumental to boost food supplements Stress & Sleep indications

growth through the retail pharmacies channel

1 Knowing that 94% of retail pharmacies are members of VTOs which sign master agreements with manufacturers,
Sources: Smart Pharma Consulting including price discounts and various services to help them attract customers and foster the sell out —2 Key Account
Managers in charge of negotiating, signing and following up agreements with VTOs
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Corporate strategy selects the strategic segments, business strategy creates a competitive
advantage and operational strategy defines the appropriate organization

Definitions
= Amongst multiple possibilities, we propose the following definition for strategy:

“Strategy is the long-term direction and scope set by a company
to fulfill stakeholders’® expectations through proper capability building and resources allocation”

® One can consider three basic strategic levels in any pharma company:

CORPORATE STRATEGY BUSINESS STRATEGY OPERATIONAL STRATEGY
In which strategic How should we compete Which organizational

segments should we be in? in the selected segments? configuration do we need?

= Corporate strategy defines ® Business or competitive ® QOperational strategy sets the
the purpose and the scope in strategy defines how to activities, capabilities,
which companies compete or compete successfully in each processes, structure, culture
should compete and how to strategic segment (e.g., R&D- and resources needed to
add value to their businesses based drugs, vaccines, CHC?, support corporate and

generics, medical devices) business strategies

1 Basically authorities, customers, employees and shareholders — 2 Consumer

Sources: Smart Pharma Consulting, adapted after G. Johnson et al., Exploring Corporate Strategy, Pearson, 2019 Heath Care, including OTCs, food supplements, minerals, vitamins, etc.
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Once corporate and/or business strategies have been designed, it is imperative to define
the proper conditions of their execution to produce their expected effect

Positioning of the different strategic levels

/ Corporate Strategy \

Strategic segments Operational Strategy

Existing New

HOW TO EXECUTE
Existing

WHERE
TO PLAY Countries

New

Organization

Activities Structure Processes Culture

Capabilities

G rin s
Support functions (BD&L - regulatory — legal — finance — HR — IT, etc.)
Market growth

HOW ! ] !
TO WIN Resources (physical & financial)

4

K Market Share growth J

Source: Smart Pharma Consulting analyses

. /
4 A

Business Strategy

A
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Definition or reaffirmation of the Pharma Company Strategic Square is important
to engage collaborators and external stakeholders, before crafting the corporate strategy

CORPORATE STRATEGY The Strategic Square — Principle
Why do we exist? What do we aspire to become?
® |t explains the companies’ reason for ® Vision is an indeterminate mid- to
existence. Its “raison d’étre” long-term goal

“To be the world’s leading biopharma
company that transforms patients’
lives through science” — BMS

“We use the power of leading-edge
science to save and improve lives
around the world” — Merck & Co

Purpose

The
Strategic
Square

(%]
(]
=
()
>
(D)
bt
(@]
o

What do we believe in and What do we do and for whom?

how do we behave? Mission » Mission answers how we are going
to make the vision a reality

® They are the underlying principles |

that guide the company strategy “Our mission is to discover
“Integrity, inclusion, teamwork, new ways to improve and
accountability and excellence” — Gilead extend people’s lives” — Novartis

Sources: Smart Pharma Consulting and pharma companies’ website (2023)
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The four dimensions of the Strategic Square should be thoughtfully and carefully implemented
to have a positive impact on the opinion and behavior of company’s employees and stakeholders

CORPORATE STRATEGY The Strategic Square — Principle

Why do we exist?

What do we aspire to become?
® The purpose statement should be:

® The corporate vision should contribute

— Simple ___ togive sense to employees’ life and
— Meaningful Purpose thus... ' .
— Reflected in employees’ daily life .. gene‘rate a feeling of pride and
belonging
The
Strategic

Core Values

Square

What do we believe in and

What do we do and for whom?
how do we behave?

Mission ® The mission should clearly define:

® The core values should reflect the

personality of the company., and thus _ The needs to fulfill
guide the way the strategy is

— H 1
implemented? The solutions! proposed to do so

— The customers served

1 e 2 P o appi on
Sources: Smart Pharma Consulting — Adapted from H. Joly, HBR digital (October 2023) Products and/or services —* Values such as “Honesty” or “Ethics” are not

recommended because they are not optional but compulsory
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The Strategic Square guides companies to set their performance objective,
select their preferred strategy at the corporate, business and operational levels

CORPORATE STRATEGY The Strategic Square — What for?

Purpose

Corporate Strategy

Business Strategy

Operational strategy

(%)
]
=)
©
>
]
S
o
o

® Objective: What do we want to achieve? ® Business strategy: How are we going to win?

® Performance: What have we achieved? ® QOperational strategy: What are the activities/
capabilities, processes, structure! and culture we need

® Corporate strategy: Where do we want to play? . ] .
P &Y play to put in place to excel in the execution of the strategy?

Mission

Sources: Smart Pharma Consulting LIncluding the headcounts and the organization chart
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Four basic corporate strategies can be adopted by pharma companies to secure a long-term and
profitable growth, in line with their shareholders expectations

CORPORATE STRATEGY Where to play? — Principle

® The Development Strategy Matrix! is a practical tool to select the most attractive sources of growth
® Diversification is in general the riskiest option because the farthest from the company core competencies
® However, playing in diverse strategic segments? with different characteristics may enable to mitigate certain business risks

Strategic segments

Existing New

= Enter new strategic
= |ncrease market share on existing Market segments (e.g., orphan
strategic segments by modifying drugs, generics, biosimilars,
existing products, developing, vaccines, DTx3, OTCs,
acquiring or in-licensing products homecare services) in
Low risk countries currently covered

Existing penetration /
consolidation

Countries

= Diversify by entering new

= Enter new geographical areas with strategic segments in
existing product portfolio directly, New Market Product / Service countries not yet covered,
through acquisitions or partnerships development Diversification directly or through BD&L

with licensees or distributors initiatives (M&As — licensing
Medium risk High risk agreements)

1 Has been adapted from the original Ansoff Matrix whose axes are Markets & Products / Services — 2 A strategic
Sources: Adapted by Smart Pharma Consulting from H. Ansoff (HBR 1957) segment encompasses a number of products and/or services characterized by the same combination of key success
factors and the same level of attractiveness (e.g., orphan drugs, vaccines, OTCs) — 3 Digital Therapeutics
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These four basic corporate strategies can be implemented by pharma companies
organically or inorganically, through M&As or strategic alliances!

CORPORATE STRATEGY

Acquisition of, or merger with
other pharma companies to
strengthen its presence and/or
reduce the competitive intensity

Co-marketing or co-promotion
agreements to increase resources
to gain market shares

Internal development, co-
development or in-licensing of new
products / services

Direct market entry by setting up
its own subsidiary

Indirect market entry by acquiring a
local player to take advantage of its
resources and capabilities

Indirect market entry by licensing-
out agreements or partnerships
with distributors

hN

Where to play? — In Practice (1/2)

Existing

Countries

)

New

Strategic segments

Existing New

Illustrative

* Entry on new strategic segments
through in-house R&D and/or
external growth operations, such as:

— Horizontal integration (e.g.,
OTCs, generics, homecare
services)

— Downward integration (e.g.,
distribution business)

WV EGS
penetration /
consolidation

Low risk

Upward integration (e.g., toll
manufacturing business)

— In-licensing agreements

Market
development

Product / Service
Diversification

Medium risk High risk

= New strategic segments entry and
new geographical coverage carried
out organically or through M&As,
joint-ventures, in-licensing or

subcontracting agreements (e.g.,
with another pharma company)

Sources: Adapted by Smart Pharma Consulting from H. Ansoff

What to know & understand about Strategy

' See our position paper “Best-in-Class Pharma BD&L” available on our website
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Big and Mid Pharma Companies have accelerated, over the recent years, a combination of M&As
and spin-off operations to focus their business on the most attractive strategic segments

CORPORATE STRATEGY Where to play? — In Practice (2/2)

= Acquisition of Seagen by Pfizer (2023) for USD 43 B to ]
reinforce its oncology portfolio and mitigate the
impact of its Covid-19 products sales drops and the
imminent LOE for some of its leading brands

= Worldwide agreement between BMS & Pfizer (2007)
to develop and commercialize Eliquis (apixaban)

Strategic segments

Existing New

Acquisition of Alexion by AstraZeneca (2021) for
USD 39 B to gain a foothold in the lucrative rare
diseases strategic segment

Entry of Gilead in the oncology market by acquiring
Kite Pharma (2017), one of the CAR-T’s leaders,
offering a novel approach for certain blood cancers

= QOpening by Servier of a subsidiary in
the USA (2018) to market a portfolio
of oncology brands acquired the
same year from Shire

= Decision made by IPSEN to enter the Market
oncology market! in the USA with Existing penetration /
Somatuline Depot (lanreotide) consolidation
through its own subsidiary to _ Low risk
maximize the value creation Countries
= Qut-licensing by Incyte to Novartis of
Jakavi (ruxolitinib) in the indications New Market Product / Service

of hematology, oncology, and graft- development Diversification

versus host disease outside the USA . . o
Medium risk High risk

= Acquisition by Ethypharm of the UK-
based company Martindale Pharma
(2017) which is specialized in the
field of emergency care and sterile
injectables

Sources: Adapted by Smart Pharma Consulting from H. Ansoff

What to know & understand about Strategy

"In gastroenteropancreatic neuroendocrine tumors

July 2024 155



Smart Pharma

CONSULTING

Pharma Companies Strategy

Corporate opportunities by strateg

ic segment and country can be assessed

through PESTEL! analysis and the “5+1 forces framework?”

CORPORATE STRATEGY Attractiveness of strateg

Political & Economic drivers

ic segments and countries (1/3)

The five key macro-environmental drivers:
— Political

— Economic

— Socio-demographic

— Technological

Substitutes Complements

— Environmental

Y — Legal
Threats l o ® The five key micro-environment drivers:

0 N Customers A — Subpliers
g 4 el Physicians 3 PP
% ' Competitive pozer Patients O — Customers
E'b Suppliers m rivalry h Pharmacists = — New ?ntrants
o power Payers — Substitutes

t t o — Competitive rivalry

Threats .
- - ® . plus, the “Complements*” influence the

attractiveness of each strategic segment in
various countries and impact the

Technological & Environmental drivers

- “Porter’s five forces”

“Additional force”

outcomes of pharma companies' strategy

These key drivers can be used to build
scenarios of possible futures, especially by
adopting the “what if” technique

Sources: Adapted by Smart Pharma Consulting from M. Porter 2008

What to know & understand about Strategy

1 political, Economic, Socio-demographic, Technological, Environmental and Legal —? Adapted from Porter’s five forces
model — 3 Consumer Health Care, including OTCs, food supplements, minerals, vitamins, etc. —*4 Complements can add
value to the existing products or services (e.g., biomarkers complementing certain anti-cancer drugs)
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The “5+1 forces framework!” is particularly helpful to identify key stakeholders by country who
will influence the long-term structure and profitability of each strategic segment

CORPORATE STRATEGY

= Most R&D-based
pharma companies
being vertically
integrated, threats
from suppliers are
rarely an issue

= However, on the
generics or biosimilars
segment, API3 or DDS*
suppliers may have a
stronger bargaining
power

B Substitute products or
services include:
— Alternative therapies
(e.g., surgery, DTx°)
— Preventive therapies
(e.g., vaccination vs.
anti-infective drugs)

\ Original brands m

\ Politicall& Economic drivers
v

Legal drivers

Attractiveness of strategic segments and countries (2/3)

® New entrants (e.g., innovative products, “me-too” products,
generics or biosimilars) are likely to modify the competitive
intensity and thus pharma companies’ performance

Threats i

Competitive
rivalry
Threats t /
1 Z

Substitutes

Bargaining
power

h

Suppliers
Bargaining
- power

Complements

e ad

/ Technological & Environmental drivers

~—_

/

The “5+1 forces framework” allows to determine how profits in
various strategic segments and countries will be shared between
stakeholders, depending on their respective competitive advantage

\

® Competitive rivalry intensifies with:

— New products, indications,
formulations

— Commoditization

— Service improvement

— Promotional investments
— Price discounting

® Higher pressure from customers:

— Payers (e.g., sickness funds,
hospital buying groups)
increasing price pressure

— Patient advocacy groups asking
for more and better services

® Complementary products or
services include:

— Devices (e.g., BGM®, biomarkers)
— Diet food
— Patient adherence programs

Sources: Adapted by Smart Pharma Consulting from M. Porter 2008

What to know & understand about Strategy

1 Adapted from Porter’s five forces model — 2 Consumer Health Care, including OTCs, food supplements, minerals, vitamins, etc.
-3 Active pharmaceutical ingredients — 4 Drug delivery system —* Digital therapeutics — ° Blood glucose meter
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Attractiveness of new strategic segments should be put into a dynamic perspective by country,
and potential synergies with existing businesses and available capabilities also considered

Attractiveness of strategic segments and countries (3/3)

CORPORATE STRATEGY
BN us: | cina ] curos | apen | ore | e s e o
USA China ] EUROS ] Japan BRI segment should be defined, based
on the level and likely evolution of
. . . Secondary care ..
. High Diagnostics products economic indicators such as sales
O
'E and profits
©
[=
=) : " Additional parameters such as
% Medium Vaccines Primary care potential synergies with:
g products
= — Existing businesses
(]
& Food Mature — Existing capabilities
Low supplements 2N products . .
should also be considered while
evaluating the attractiveness of

Low Medium High new strategic segments and new
Profit level & dynamics countries

Sources: Smart Pharma Consulting 1 Brazil, Russia, India
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By 2027, the global healthcare market — across its different strategic segments — should be
mainly driven by generics and biotech originators, while its profitability should lose two points

CORPORATE STRATEGY ~ Strategy crafting — Attractiveness by Strategic Market Segment

Main healthcare strategic market segments = By 2027, the global healthcare market should
10% . . . . reach USD 2,660 B and grow at a pace of +5.2%
- i Generics? & E = EAnimaI E per year, i.e., 2.1 points of percentage above the
< SO R ! Biosimilars 1 35 thealth forecasted worldwide economic growth of +3.1%
) ° 1 1 1
- 1 1 Biotech! .
§ : : Origin';’t(ffss: * The average EBITDA of healthcare companies
S 6% [-------- - N - - - - - RREEEEEE s -1 should decrease from ~29% in 2022 to ~27% in
K ! ! ! «4+5.2% 2027, mainly due to increasing price pressure
[:3PY R e A _____ ' .
N a% ! Medical | 'Non-biotech = In 2027, the average profitability of healthcare
S i i devices i ioriginators companies should be twice higher than the
N 2% [T Ve YT FoTTTTT . average of other business sectors
N 1 1 1 1
0% : : : : = The biotech segment will remain very attractive —
0% 10% 20% A 30% 40% 50% despite the ramp up of biosimilars —and...
27%

2027 estimated margin (EBITDA)* ... the CHC segment the least attractive one

O 2027 sales in USD B?
(share of the 2027 global healthcare market which is estimated at USD 2,660 B) Worldwide economic growth — CAGR 2022-2027: +3.1%

1 Ex-factory price before rebates —? Including branded and unbranded generics —3 Consumer Heath
Care, including OTCs, food supplements, minerals, vitamins, etc. —* Earnings before interest, taxes,
amortization and depreciation —* Excluding biosimilars, already included in the “Generics” segment

Source: IQVIA Institute (January 2023)— World economic outlook, IMF (October 2023)
— Companies’ annual reports (2022)— Smart Pharma Consulting estimates
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By 2027, human drugs & vaccines segment growth should be mainly driven by the USA
and China, while EURO 5 countries should grow at a slower pace due to higher price pressure

CORPORATE STRATEGY Strategy crafting — Attractiveness by Country

Human drugs & vaccines segment » Human drugs & vaccines segment is expected to

, grow with a CAGR of +5.1% by 2027, despite
| USA higher pressure on prices, worldwide

8%

= |n 2022, EURO 5 countries accounted for 13% of
the worldwide market in value:

— Germany: 4% — France: 3% — Italy: 2%
— UK: 2% — Spain: 2%

6%

|4 +5.1%

4%

2022-2027 sales growth (CAGR)

1 1 1 1
1 1 1 1
Russia ! E Gera”y E E ! = By 2027, the weight of EURO 5 countries should

: : : I drop by 2 points, due to higher price pressure
ol I E' """""" f """" f """" ? """" than in the average of the rest of the world

1 1 1 1
0% : 5 Japan : : = USA should account for 41% of the segment in

0 5'0 ‘ 2% 7% - o0 o o0 value and contribute to 41% to the segment

growth over the 2022 — 2027 period, despite the
implementation of the Inflation Reduction Act
(IRA) enabling Medicare to negotiate drug prices

2022 drug price index
(base 100 = France)

O 2027 sales in USD B?
(share of the 2027 global pharma market which is estimated at USD 1,900 B) Worldwide economic growth — CAGR 2022-2027: +3.1%

Source: IQVIA Institute (January 2023)— World economic outlook, IMF (October 2023) — TLV (December 2022) —

1Py, .
Rand Corporation (2021)— The time of India (November 2019) — Smart Pharma Consulting estimates Ex-factory price before rebates
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The important growth in oncology will be mainly driven by anti PD-1 products while
immunomodulators will benefit from an increased incidence of chronic diseases

CORPORATE STRATEGY Strategy crafting — Attractiveness by Therapeutic Area

2028 sales per therapeutic area
CAGR = The 2028 therapeutic area forecasts confirm the

2022-2028 steadily increasing weight of specialty products,
Oncology +11.5% sustained by new biologic drugs
CNS +8.5% = Oncology prevails as the leading therapeutic area
and will be mainly driven by anti PD-1 products
Endocrine +6.8% (e.g., MSD’s Keytruda, BMS’s Opdivo, Roche's
Immunomodulators +13.5% Tecentriq or AstraZeneca’s Imfinzi)

= CNS, including both neurological and psychiatric

Anti-infective 0.8% drugs, should be driven by new launches, notably
Vaccines -3.8% in Alzheimer’s disease and schizophrenia
Blood +2.4% ™ Endocrine, which will be boosted by the GLP-1 in

type 2 diabetes and obesity, will also be impacted

Musculoskeletal -1.0% by blockbusters’ patent expiries (e.g., MSD’s

Cardiovascular +6.5% Januvia, Lilly’s Trulicity)
20 Respiratory 219 = |[mmunomodulators will have the highest CAGR

| . . . . through 2028, driven by an increased incidence of

0 100 200 300 400 autoimmune and autoinflammatory diseases

Sources: World Preview 2023: Pharma’s Age of Uncertainty, Evaluate Pharma (August 2023) —
Smart Pharma Consulting analyses
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Diversified corporations are under pressure from their shareholders to simplify their structures

CORPORATE STRATEGY

GSK

&

Pﬁzer

In 2019, GSK combined its CHC! portfolio with
that of Pfizer named Haleon of which it owned
68% of shares

In 2022, GSK spined off Haleon to focus on
vaccines and human prescription drugs

In 2022, GSK acquired Affinivax which was
developing a novel class of vaccines and...

... in 2023, Bellus Health to strengthen its
respiratory pipeline

In 2019, Pfizer combined its CHC portfolio with
that of GSK into a joint-venture named Haleon
of which it owned 32% of shares

In 2020, Pfizer sold its established and generics
business (Upjohn) to Viatris3 to focus its
activities on innovative products

In 2022, Pfizer spined off Haleon which became
a standalone company

J&J

sanofi

and increase their focus on the most dynamic and profitable strategic segments

Pharma strategy trends — Concentration move (1/2)

In 2017, Johnson&Johnson acquired Actelion
which is specialized in products for PAH?2

In 2022, J&J acquired Abiomed, a world leader
in heart, lung and kidney support technologies

In 2023, Kenvue, the Johnson & Johnson’s
consumer business, became independent

Thus, J&J is now focusing its activities on
medical devices and Rx-bound drugs

In 2016, Sanofi exchanged Merial* with
Boehringer Ingelheim CHC business

In 2018, Sanofi sold its European generic
business Zentiva to Advent®

In 2023, Sanofi announced the divestiture of its
CHC (Opella) business, to become a pure
biopharma player

1 Consumer Health Care —2 Pulmonary arterial hypertension, a life-threatening rare disease — 3 Viatris is the company

Source: Adapted by Smart Pharma Consulting from H. Ansoff resulting from the merger of Mylan and the Upjohn division of Pfizer —* Its animal health business —* A private equity firm
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Big and Mid Pharma Companies have accelerated, over the recent years, a combination of M&As
and spin off operations to focus their business on the most attractive strategic segments

CORPORATE STRATEGY Pharma strategy trends — Concentration move (2/2)
" |n 2019, BMS sold its CHC! business ® |n 2022, IPSEN sold its CHC business to
(UPSA), which represented 3% of its total Mayoly Spindler
Illl sales, to Taisho Pharmaceutical
k _ . = Recently, IPSEN has made several
" In 2019, BMS acquired Celgene to 1IPSEN acquisitions (Clementia Pharmaceuticals
Bristol Myers reinforce its oncology portfolio and... in 2019, Epizyme in 2022, Albireo in
Squibb = ...in 2022 Turning Point Therapeutics as 2023) expanding the scope of its rare
well as Mirati Therapeutics in 2023 disease and oncology portfolio
® |n 2021, Merck & Co completed the spin- ® |n 2018, Novartis sold its 36.5% stake in
off of Organon & Co, an independent its CHC JV2 with GSK, to the latter
entity including b_iosimilars, women’s ® |n 2019, Novartis sold Alcon, its eye care
9 MERCK health and established brands U) division, which became a separately
. !n 2023, Merck & Co acquired the NOVARTIS traded standalone company
immunology specialist Prometheus ® |n 2023, Novartis completed the spin-off
® |ts focus is now on vaccines and drugs for of Sandoz, its generics and biosimilars
diseases threatening people and animals business, to focus on innovative drugs
Source: Adapted by Smart Pharma Consulting from H. Ansoff "Consumer Health Care — 2 Joint Venture
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Pharma companies focusing on the human Rx-bound drugs & Vaccines strategic segment, whose
revenues come mainly from the US market, are more likely to exhibit a superior performance

CORPORATE STRATEGY

» The US market is the largest
national market, with a growth
potential of ~5% p.a. over the
2022 — 2027 period

= The US market and the Rx-
bound (i.e., biotech and non-
biotech originators) & Vaccines
segment generate the highest
profits

Most attractive quadrant

= The performance of these

companies depends on:

— The therapeutic areas they
focus on

— The valuation of their
products by national payers

— The selling prices they can
apply, and thus the related
profits by country

Moderately attractive quadrant

Countries

>50% USA-focused

°
@
(7]
S
(5
<]

4

<<

7]

)

X

o

0
Y

Corporate Strategy Matrix (20221)

Strategic segments

abbvie AMGEN

Illustrative

= J&J whose 51% of sales comes
from the US market, and 56%
from Rx-bound drugs &
Vaccines generated an EBITDA
of 34 % in 2022

A

U Bristol Myers Squibb®

= This good performance is
driven by J&J focus on high
margin therapeutic areas like
oncology and immunology

Moderately attractive quadrant

= |n principle, diversified
companies, with low USA share
of revenues, show the lowest
profitability

= However, some companies like
Merck & Co® or Roche who
have strong positions in

) GILEAD GSK Johnson&dJohnson’
o)
T e,
novo nordisk
71‘31611’]% 6 5
astella: MERCK
@Pﬁzer
. B
) NOVARTIS sanofi’ BaYER
R
’Biogen =~ Boehringer MBRCK ¢
I"ll Ingelheim

A
AstraZeneca =2

oncology, show excellent
performances

Least attractive quadrant

Source: Smart Pharma Consulting analyses
based on pharma companies' website

1 Excepting Takeda and Astellas for which data are from April 2022 to March 2023 —2 100% of sales in Rx-bound human drugs and/or vaccines —3 Including other strategic segments
such as: OTCs, animal health, medical devices, diagnostics, and for Bayer only, activities in crop science —*In 2023, J&J divested its consumer business —*° Merck & Co which is

named Merck in the USA and Canada, and MSD in other countries —© In 2023, after the divestiture of its CHC business, Sanofi has become a 100% Rx-bound & vaccines company

What to know & understand about Strategy
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Most of pharma companies operating only on the human Rx-bound drugs & Vaccines strategic
segment are focused on the onco-hematology and immunology-respiratory therapeutic areas

CORPORATE STRATECY Pharma companies’ strategic segments coverage (20221)

Illustrative

Human Rx-bound drugs & Vaccines strategic segment

(% of total

Oncology & |Immunology & Cardio- Infective . Rare Generics &

revenues) Hematology | Respiratory? METITE) L) metabolic diseases? Vaccines Diseases Biosimilars CLEE
hBristol MyersSquibt |~ 61% | 1% 0 26% | L 12%
Fosiellas | 50% 1 13% 3%
AMGEN | 36% | 44% | 5% 8% 7%
) NOVARTIS | 25% | 14% | 10% | 12% | C18% i 21%
Lte, | 20% i 12% . 5% | 51% | o 12%
Golead | 18% | a % 5%
obbvie | 1% | 50% | 13% | 3% L 23%
Co11% | 44% | 16% | 18% | 1%
GsK 2% 31% 20% 27% 20%

S S S S

) , 88% 12%

novo nordisk- :r-------------------:r-------------------:r-------------------:r-------------------:,-------------------:,-------------------:,-------------------E.-------------------E. -------------------

AstraZeneca 33% 13% 21% 11% 16% | 7%

) o 1 Excepting Takeda and Astellas for which data are from April 2022 to March 2023 —2 Immunology includes
Source: Smart Pharma Consulting analyses based on pharma companies’ 2022 annual reports Rheumatology, Dermatology and Gastroenterology products revenues —3 Including bacterial,
viral, parasitic and fungal infections —* Of which 12% in urology products
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The most diversified pharma companies usually share their revenues between more than five
different therapeutic areas, in addition to one or more other strategic segments

Pharma companies’ strategic segments coverage (20221)

CORPORATE STRATEGY

[llustrative

(% of total Human Rx-bound drugs & Vaccines strategic segment Other strategic segments
SR iy b B CEC PR P Y 7 1 o O
Sprfier | 13% 2% | 13% | 57% | <1% | ' 13% | | 1%
S o e I e
€9 MERCK - 39% 2% A% 9% | 12% 18% | 8% 9% 3%e |
Cosew 1% 1% % g% | o28%
sanofi | 6% | 1o% | e% | 1% 1% se | 1sw 1%
ofe’ e am T ey P
Diechmer se% L 0% | % | 5% |
Johnson&dohnsonér ----- 17% ------------- 1 8% ------ 7%8% ------ 3 % ----- 2% ------------ o 16% __________ 29% ______________ }
MGERCK | s | | A TN R o | T T e

Source: Smart Pharma Consulting analyses based on
pharma companies’ 2022 annual reports

What to know & understand about Strategy

1 Excepting Takeda and Astellas for which data are from April 2022 to March 2023 —2 Bayer Pharmaceuticals revenues only which accounts
for 50% of Bayer group sales. The remaining 50% come from the Crop Sciences business —3 Immunology includes Rheumatology,
Dermatology and Gastroenterology products revenues —*# Including bacterial, viral, parasitic and fungal infections — > Of which 13% of eye
care products — ¢ Miscellaneous or contract manufacturing revenues —’ Of which 47% of Life Sciences and 18% of Electronics revenues
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For 16 out of the 20 top pharma companies, the USA account for more than 40% of their total
business sales, knowing that it is — by far — the most attractive country for pharmaceuticals

CORPORATE STRATEGY Pharma companies’ geographical coverage (20221)

Illustrative

(:/;:::::2; USA  Europe APAC LATAM  RoW (:ﬁ‘z::;:; USA  Europe APAC LATAM  RoW
obbvie 79% 6% 3% 12% ) hochringer 48%> 31% 21% :
AMGEN 72% | 28% €9 MERCK 6% | 24% 21% 4% 5% |
Gonend | 6w | 16% | 1% Caaw% | 23% | 25% | 5% | 3%
pristolMyerssaubr | 69% | % C aselas | oa3% 1% 3%
L, | eaw | 1% 1% 1% | sonofi | 43% | 23% | 3%
Pgogen | 5% 3% L 7% 6% | DRfeer | 2% 2% 8% | 8%
Gaedd | % 2% 1% % % pggeed | 3% 2% %
Om 5295 | asws | 9w 14% | ) NOVARTIS C3s% | 37% 28% '
Johmson&Johnson | 51% | 25% | 24% o)’ 3% 2% 19% | 18% | 4%
GsK | oso% | 2% | 28% . MRRCK | 20% | 28% | 3% | 6% | 2%

_____________________________________________________________________________________________________________________________________________________

) o 1 Excepting Takeda and Astellas for which data are from April 2022 to March 2023 -2 France, Germany, Spain,
Source: Smart Pharma Consulting analyses based on pharma companies’ 2022 annual reports UK, Italy combined — 3 China & Japan —* Europe & Canada —*° North America — 6 Europe, Middle East & Africa —
7 Chinese region — & Japan —? Include revenues from all activities
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Corporate BD&L initiatives are expected to generate extra revenues,
increase profits and/or spread business risks, while leveraging potential synergies

CORPORATE STRATEGY Expected benefits from corporate BD&L! initiatives

Increase revenues Increase profits Spread business risks

® Market penetration / consolidation ® Economies of scale having the ® Presence in diverse strategic
potential to lower operating costs segments responding to different
" Development of new products / through a better absorption of fixed macro-environmental drivers likely
S .services (extension of the costs (e.g., manufacturing, to compensate business risks:
S distribution, promotion) — R&D-based business: average
® Development of new markets growth, high profitability, low
(expansion of presence in new " Economies of scope leading to brand equity after patent expiry
countries and/or market segments) increased efficiency by applying — OTC business: low growth,
existing resources (tangible and average profitability, possible

- Dlversnflcatlon (entry in new intangible) and/or competences to lasting brand equity
strategic segmgnts an'd/or upward new products / services and _ . .
or downward integration in an — Generics business: high growth,

- ) markets (based on cost and ow t fitability. |
existing business segment to competence sharing principles) ow to average profitability, low

capture additional value) brand equity

Sources: Adapted by Smart Pharma Consulting LIncluding M&A and strategic alliances
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Synergies result from a better mixing and matching of capabilities, and are the greatest
when opportunities are in businesses like those in which the pharma company operates

CORPORATE STRATEGY Synergies applied to corporate BD&L! initiatives

= There are two different types of synergies:

Types of synergies

— Business synergies due to cost reduction and/or revenue
increase through combination of capabilities (i.e.,
tangible / intangible resources and competences)

Nt . — Financial synergies related to possible spread of business
¥ risks if combined strategic segments are subject to
Low different opportunities and threats
High
Higher profit = Positive synergies are based on:
generation — Shared competences (economies of scope)
Revenue &

. — Shared costs (economies of scale)
value creation

increase
= Negative synergies refer to lower profit generation due to:

— Revenue dynamics impairment? and/or

— Cost increase (costs higher than the sum of the previous
businesses when they were operating independently)

Profit increase resulting from complexity, mismanagement, problems of

integration, lower efficiency, brand cannibalization, etc.

Lincluding M&A and strategic alliances —2 Through the slowdown of the historical sales

Sources: Adapted by Smart Pharma Consulting from R Koch 2006 and from G. Johnson 2008 . . S
increase or acceleration of the historical sales decrease
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Strategic alliances and M&As enable pharma companies to expand their product portfolio and
their geographical coverage, build capabilities and create business synergies

CORPORATE STRATECY Corporate BD&L! alternatives
Strategic alliances Mergers & Acquisitions
® Strategic alliances involve the sharing of capabilities? in pursuit " Acquiring capabilities should be considered if desired
of common objectives capabilities can only be developed over long periods
B Accessing capabilities through alliances offers more targeted " |ntegrating the acquiree’s capabilities involves major risks:

and cost-effective means than acquisition — Culture and personality clashes

® Where both partners are trying to acquire one another’s

e b . ) — Incompatibility of management systems
capabilities, results may be a “competition for competence

that ultimately destabilizes the relationship — High organizational integration costs and time
= Strategic alliances can take different forms: resulting in degradation or destruction of capabilities
Co-development / Co-promotion ® M&A:s initiatives may be related to a:
E.g., ViiV healthcare, specialized E.g., Pfizer & BMS collaborate
in HIV, is a company owned by worldwide to co-develop and
GSK, Pfizer and Shionogi3 co-promote Eliquis (apixaban) E.g., Acquisition of
A Biohaven’s s
: : T : E.g., Acquisition of o E.g., Acquisition by
Co-marketing Out-licensing Horizon izlglttggmeg?d(: Cheplapharm of
E.g., Januvia / Janumet* of MSD E.g., Regeneron has licensed to Therapeutics by (CGRP) fraF:ka)mise b several matures
was licensed to Sun Pharma in Bayer the marketing rights of Amgen in 2022 Pfizer in 2022 Y brands like Seroquel
India under different names? Eylea® outside of the USA from AstraZeneca

Lincluding M&A and strategic alliances —2 Resources and competences —3 78.3% of the company being owned by GSK, 11.7% by Pfizer
and 10% by Shionogi —* Respectively sitagliptin and sitagliptin/metformin —* Sun Pharma uses Sitared for sitagliptin and Sitared-M
for the fixed combination sitagliptin/metformin — ¢ Aflibercept, was approved for Wet age-related macular degeneration (AMD)

Sources: Adapted by Smart Pharma Consulting from R Koch 2006
and from G. Johnson 2008
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CORPORATE STRATEGY

The evaluation of each business opportunity should be determined by
its degree of suitability, acceptability and feasibility

Evaluation of corporate BD&L! opportunities

Suitability Acceptability Feasibility

Does the opportunity address key issues
related to company’s strategic position?
To what extent strategic options will:

— Fit with key market drivers?

— Leverage strategic capabilities?

— Meet stakeholders’ expectations?

Advanced SWOT analysis to rank strategic
options

Decision tree (evaluation of future
opportunities by progressively eliminating
others as additional requirement criteria
are introduced into the evaluation)

Scenario building (strategic options are
considered against possible future
situations)

Acceptability refers to the expected
performance outcomes (e.g., return, risk)
of a strategy

To what extent do these outcomes meet
the expectations of stakeholders?

Return: expected benefit measurement:
— Profitability (ROCE?, payback, DCF3)

— Cost-benefit analysis

— Real options analysis

— Shareholder value analysis (SVA)

Risk: probability and consequences of the
strategy failure:

— Financial ratio projections

— Sensitivity analysis

Stakeholders’ reactions (mapping)

® The feasibility is concerned with the
capabilities of the company to implement
the strategy that has been considered

® Financial feasibility assessment through a
cash flow analysis (forecasting of the needed
cash to deliver the strategy and identification
of the likely sources to fund that cash)

® Evaluation of capabilities needed:
— Gap analysis: available vs. required
— Required changes assessment

— Determination of “if” and “how” to
implement changes

Sources: Adapted by Smart Pharma Consulting from G. Johnson 2008

What to know & understand about Strategy

Lincluding M&A and strategic alliances —2 Return on capital employed —3 Discounted cash flows
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The corporate BD&L evaluation matrix represents a convenient means to put into perspective

acceptability, feasibility and suitability of different projects

CORPORATE STRATEGY

g T Partnership to develop
s 2 O and market a new
_g immunology product
g
8
Z
8 x 2 Joint-venture on
© .2 2
= 8 the oncology
| segment
§ec ° ;
<32
9]
—
8
—
2 3
S - OTC brand
— acquisition
LOW

Corporate BD&L! evaluation matrix

Co-marketing

of a new CNS? product
Co-promotion
of a new diabetic
product

Nursing of
mature brands O

Acquisition of a
regional player
in South Africa

Acquisition of a
biomarker to
complement the

oncology portfolio

MEDIUM HIGH

Feasibility

(Criteria: cash flow — resources — competences)

Illustrative

Bubble size

®

Suitability
(Criteria: ranking —
decision tree — scenarios)

Sources: Smart Pharma Consulting
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Lincluding M&A and strategic alliances —2 Central nervous system
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The relevance of the selected strategic segments defined at corporate level
depends on companies’ capabilities to win on these segments

BUSINESS STRATEGY How to Win? — Principles
W’NN'NG Once a playground has been chosen, companies must define...
- . - .
... What does WINNING mean? I ... How to WIN?

= Prior to answer the question “How to Win?”, one = There is not one single recipe to win, it depends on

must agree on a business definition for “Winning”

= “Winning” is a subjective term which depends on:

— Companies’ Strategic Square?!

— Companies’ capabilities to fulfil customers’
and shareholders’ expectations, and
preferably better than competitors do

“Winning is delighting your stakeholders, whoever
they are, in line with your Strategic Square”

the business environment and the companies’ own
competitive sets of strengths and weaknesses

= At a high level, the choice is whether to strive to:

— Grow the market segment, especially on
niche markets where there is no or limited
competition (e.g., certain rare diseases)

or

— Get preferred by stakeholders, to the
detriment of competitors

Source: Smart Pharma Consulting analyses

What to know & understand about Strategy

1 That is the Purpose, Vision, Mission and Core Values of the company
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Depending on the disease context and the pharma companies’ competitive position,
the business strategy priority will be crafted to grow the market and/or the market share

BUSINESS STRATECY How to Win? — Strategic options
Prevalent Diagnosed Treated Share of treated
Market population population population population 4
<+— Market size —— < Market share » Market Share
Grow the MARKET SIZE Grow the MARKET SHARE
» |n the rare diseases markets and/or when companies’ = |n the great majority of cases, pharma companies’
position is largely dominant, the business strategy business strategy consists in fighting to optimize their
priority should be to grow the market market share
* To do so, pharma companies will support: * To do so, they must activate the 3 drivers of their
— Screening campaigns initiated by health authorities customers’ preference:
— Diagnosis of the disease and prescription of drugs — The benefits provided by their products
by HCPs — The quality of their associated services
— Programs to follow up the treated patients — Their corporate reputation

Source: Smart Pharma Consulting analyses
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When pharma companies are in a monopolistic or dominant position, their priority should be to
grow the market by facilitating the screening, diagnosis, treatment and/or follow up of patients

BUSINESS STRATEGY How to Win? — Grow the market size
Market X X
Diagnosis
&
Treatment
Screenin
. - Follow up
Campaigns Market growth
1 drivers |
Pharma companies can support Pharma companies can help HCPs Pharma companies can contribute to
healthcare authorities by: diagnosing & prescribing drugs by: improve the follow up of patients by:
— Co-developing the process to — Developing / marketing specific — Co-developing and/or cofounding
implement the campaign diagnostic processes and/or tools support programs to monitor
Offering its k how i ‘ s . hei ¢ clinical outcomes and well-being,
B ering 'ts know-how in terms o B gpportl_ng the mprovgmept of to foster medical adherence, etc.
project management diagnostic & therapeutic guidelines . .
— Offering its know-how in terms of
— Funding or co-funding the project — Organizing training sessions for HCPs project management
— Etc. — Etc. — Etc.

Source: Smart Pharma Consulting analyses
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To gain market share, pharma companies must activate the three determinants of stakeholders’
preference, i.e., the value of their brands and associated services, and their corporate reputation

BUSINESS STRATEGY How to Win? — Grow the market share

Brands are valued based on:

— Scope of indications

— Efficacy — safety — convenience N Brands —
— Pricing
— Performance vs. competition
. . The Brand
as perceived by various stakeholders .
Preference Mix
Services < » Reputation

Services are valued based on:
— Usefulness — Practicality

— Interest — Execution

as perceived by various stakeholders

*

Market Share

Corporate Reputation is valued based on:

Products pipeline — Governance & ethics
Product portfolio — Business performance
Collaborators — Corporate image

as perceived by various stakeholders

Source: Smart Pharma Consulting analyses
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The pharma business strategy must offer a value proposition that meets, better than competition,
customers’ needs, wants and expectations, by mobilizing the company’s capabilities and resources

BUSINESS STRATEGY Pharma business strategy framework
Business model Strategic segments? by country
Purpose Macro-environmentz
Core values Mission Vision

Other stakeholders forces3

Capabilities

Tangible resources (physical and financial)

m Marketing & Sales

Support functions (BD&L - regulatory — legal — finance — HR — IT, etc.)

Customers

Competitors
offerings

R&D

Company

”Red fens ”Blue
. ) . capabilities o
Intangible resources (reputation — technology — people — culture) ?hclgm (t?:;::ss

competitive) opportunity)

Strengths & Weaknesses Opportunities & Threats
(Competitive advantage) (Attractiveness & Key success factors)

» Ambition & Strategic priorities <

1 Such as: Rx-bound vs. non-Rx bound markets, originators vs. generics or biosimilars, vaccines, OTCs, food supplements,
medlical devices, diagnostic tools, etc. —? Political, Economic, Socio-demographic, Technological, Environmental and Legal
(PESTEL) factors —3 Including suppliers, new entrants, substitutes, complements (adapted from Porter’s five forces model)

Sources: Adapted by Smart Pharma Consulting from C. Kim et al.
and from D.J. Collis , HBR April 2008
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To craft a successful business strategy, pharma companies must evaluate their business
environment to identify where their competitive advantage will be the strongest

BUSINESS STRATECY Assessing strategic segments by country (1/2)

To create a successful business strategy, pharma companies should carefully Strategic segments? by country

evaluate the strategic segment landscape they play in by:

Customers Macro-environment?

Other stakeholders forces3

— Developing a detailed knowledge and understanding (i.e., insights) of
customers’ needs, wants and expectations

— Segmenting and targeting customers based on their opinion and behavior

Competitors Customers

offerings

— Identifying unique ways of creating superior value for customers

Competitors

— Analyzing competitors’ strengths and weaknesses, strategies, impact, and
predicting how they might change in the future

Company

”Red laes ”Blue
Company 0cezn,, capabilities Ocean”
(highly (business
— Providing products and services fulfilling better than competition, competitive) opportunity)

tangible and intangible customers’ needs, wants and expectations

— Finding strategic spaces or “blue oceans” that align the company’s

capabilities with customers’ unmet needs, and...

... raising barriers to prevent competitors to enter and/or to grow

“Don’t just give customers excellent
services, make sure they realize
how great is the service they get”

1 Such as: Rx-bound vs. non-Rx bound markets, originators vs. generics or biosimilars, vaccines, OTCs, food supplements,
medlical devices, diagnostic tools, etc. —? Political, Economic, Socio-demographic, Technological, Environmental and Legal
(PESTEL) factors —3 Including suppliers, new entrants, substitutes, complements (adapted from Porter’s five forces model)
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The competitive landscape analysis consists in identifying the current and evolving opinions and
behaviors of key stakeholders, the corresponding driving factors and their business implications

BUSINESS STRATEGY Assessing strategic segments by country (2/2)
[llustrative
Policy makers / Payers Policy makers Pharma Competitors
® Registration process and policies — ® Customer preference strategy:
® Pricing and reimbursement policies » AR _ — Product portfolio
Physicians Pharma JPharmacists — Service offering

- . - . ) J

Medlcqligwdelmes developed by health N company _ _ GopeaEE e

authorities

. Patients & PAGs ® Resource allocation (medico-marketing & sales)
® Trade regulations
p L
® Public health initiatives e - lgeniaiions] el
Physicians Patients / PAGs Hospital-based pharmacists

® Evolving practice (working time and ® Role of PAGs to influence other ® Drug listing and purchasing policy

organization, tele-medicine) stakeholders (e.g., authorities, " Positi th ¢ . d biosimil

- . . . s hysicians, individual patients) osttion re. the Use of generics and blosimiars

® Prescribing habits and alignment with guidelines phy ’ -

e . . . Power of influence within the hospital
" Position vis-a-vis pharma companies

® Relationships with HCPs

® Budget constraints . .
g Retail pharmacists

® Relationships with patients
s . ® Role in public health initiatives (e.g., screening,

® Patients’ knowledge re. health and . )
education at the point of sale)

® Relationships with pharma companies (in-field h ;
and office-based collaborators) pharma ecosystem . . . . L

o U ek Purchasing policies and selling priorities
® Unmet needs

Sources: Smart Pharma Consulting
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Pharma companies should evaluate their competitive position by strategic segment and country
re. their products, their resources and the configuration of their organization

Assessing company’s assets and capabilities (1/2)

BUSINESS STRATEGY

Product Portfolio

In-market brands
® Strategic and mature brands performance!
® Brands’ competitiveness
® Life-cycle management

portfolio

Illustrative

Resource allocation

B Relative activities vs. competitors in:
— Market access and medical affairs
— Marketing and sales

® Efficiency (ROI) and efficacy (sales and
profit impact) of medico-marketing and

esource
allocation

In-pipeline products
® Marketing authorization
® Price & Reimbursement
® Readiness launch plans

Organization

sales investments

® Productivity of business support functions,
such as: regulatory affairs, public affairs,
finance, HRs, etc.

Activities / Skills Structure

" Activities carried out (tactics) ® Relevance of the
to support the company’s organizational model to carry
strategy out the activities (i.e., flat,

= Monitoring of activities’ lean, flexible)
execution and outputs ® FTEs available vs. required

= Skills available vs. required ® In-house vs. outsourced staffs

Processes Culture
Information sharing and ® Customer management (e.g.,
decision-making processes search for preference)
Alignment of objectives, ® Collaborators management
strategies and tactics (e.g., working atmosphere,
Management of requests from favor initiatives, engagement)
head office ® Search for excellence
Standards of excellence

Sources: Smart Pharma Consulting
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The strategic canvas can help identify strategic gaps which represent opportunities
that are not being fully exploited by competition

BUSINESS STRATEGY Assessing company’s assets and capabilities (2/2)
[llustrative
Strategic canvas
High 5 . : . : :
PR DS S R S A S N
Qo i /i Company A
c : |
[E i i
8 3 bty ST - o- TN - ————— - R < FE . X _——
g i : Company B
§ i ; Company C
O ! !
735 SR S U R, N L I
low 1 ' '
lEfficacy Safety Convenience Price Services around Corporate
the product reputation
Products
. Most < Critical success factors determining customer preference > Least
important important

Sources: Adapted by Smart Pharma Consulting from C. Kim et al.
and from D.J. Collis , HBR April 2008
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The “Advanced SWOT” facilitates the identification of strategic imperatives which correspond to
opportunities to seize, threats to circumvent, strengths to leverage and/or weaknesses to address

BUSINESS STRATEGY Advanced SWOT & Strategic Imperatives
[llustrative
Market Opportunities Importance Market Threats Importance : ;
PP From1to5 From1to5 Strategic Imperatives
Policy makers (incl. health authorities) Policy makers (incl. health authorities) ® Strategic imperatives (SIs)
on which companies should
Clients Clients concentrate their efforts to
(Physicians — Pharmacists — (Physicians — Pharmacists — meet their objectives are of
PAGs — Patients — Payers) PAGs — Patients — Payers) four kinds:
Pharma Competitors Pharma Competitors 1. Opportunities to seize
2. Threats to circumvent
3. Strengths to leverage
Company’s Strengths AT Company’s Weaknesses LT 4. Weaknesses to address

® The crafted strategy can be

Portfolio (in-market & in-pipeline products) Portfolio (in-market & in-pipeline products) based on a combination of
different types of Sls

Customers’ services Customers’ services ® These Sls should be of high
importance (rated 4 or 57)
Affiliate’s reputation & organization Affiliate’s reputation & organization and the company have the

capabilities to leverage them

Sources: Smart Pharma Consulting 15=High to 1=_Low

What to know & understand about Strategy July 2024 182



Smart Phc‘!&!ﬂ& Pharma Companies Strategy

The scenario planning provides greater insights re. market opportunities and threats; and
company’s strengths and weaknesses, from which strategic imperatives will be crafted

BUSINESS STRATEGY Scenario planning

® Scenario planning consists in anticipating the most likely combination of events that may impact company’s performance
® Probability of plausible events are estimated, and company’s proper reactions defined accordingly, on different time frames

- .
4 Anticipated Timelines — Base case scenario IIIustrative\ Key eve_nts (re_lated to aUthO”t"es' customers and
competitors) likely to have an impact on the
Authorities  Sereening pemimantel S s market and the compaqy’s business, ‘in the years
- ) to come, should be positioned on a time scale
Customers igher price.  HCPs access New learned
sensitivity limitation society guidelines
b/ m mﬂh ® Then, the probability of occurrence? of these key
) o LoF of th events should be estimated to determine the
H ew rice (o} e . . .
Competitors competitor decrease market leader base case scenario (|.e., the most I|ker
e S combination of events)
Key market events — Estimated probability of occurrence (in %)* ® The magnitude of each event’s impact, either
Event A Event B Event C IS_EeFﬁriO; negative or positive, should be evaluated
IKellnoo
— 3.6% . . :
L 30% I 14.4% ® |t is recommended to consider 3 scenarios?:
e oy 8.4% . .
To% 33.6% 4= Base case — The "base case" on which strategy will be crafted
situation _ 2.4% “ ” . .
L 20% J 9.6% — The “worst case” to build a contingency plan
o oy 5.6% “ ”
N L 70% | 22.4% ) — The “best case” to craft a voluntary strategy
Sources: Smart Pharma Consulting 1 High to moderate probability: > 60%, High to moderate improbability < 40%, Uncertainty: 50% —

2 However, it can happen that the “base case” is the “best” or the “worst case”
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The likelihood to achieve the set strategic objectives in a strategic segment depends as much on
the selected strategy as on the supporting activities (tactics) and the excellence of their execution

BUSINESS STRATEGY Objective setting and strategy crafting

[llustrative
® The competitive situation analysis by strategic segment! — or by therapeutic domain? within a strategic segment — enables to
identify the companies’ competitive position, the markets’ key success factors and the key challenges

® The aim of the strategy, expressed as a combination of strategic imperatives (priorities) that should be then broken down into
consistent tactics (i.e., operational actions), is to achieve the set strategic objective in a time horizon of three to five years

® The strategic objective, which can be expressed in qualitative and quantitative terms, should be S.M.A.R.T.3

= The preferred strategy should be based on historical and future drivers and limiters*
related to:

Strategic

— Market opportunities and threats depending on stakeholders’ behavior:
* Policy makers (incl. health authorities)
* Clients (physicians — pharmacists — PAGs — patients — payers>)
* Competitors

Strategy A

— Companies’ strengths and weaknesses depending on their competitive position:
* Brands Preference Mix®
* Specific know-how and capabilities
* Human and financial resources

Competitive = Strategy C . : p :
situation * The chosen business strategy should also consider the Pharma Company “Strategic

Square” which is defined by its purpose, vision, mission and core values

1Such as: Human Rx-bound drugs & Vaccines, OTC, animal health —? Such as oncology, immunology, vaccines within the human Rx-bound drugs & Vaccines strategic
Sources: Smart Pharma Consulting segment — 3 Specific, Measurable, Attainable, Relevant, Time-limited —* Future drivers and limiters are assessed when building market scenarios —*® Public and private
health insurers, or patients themselves — ¢ That is the brands value, the quality of the associated service and the corporate reputation as seen by the stakeholders
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Understanding what drive customers’ preference and how competition is structured
is a prerequisite for an effective business strategy

BUSINESS STRATEGY Key success factors by strategic segment and country

What do customers need — want — expect?

How to outperform competition?

Demand analysis Competitive analysis

— Who are our customers? — Who are our competitors?
(prescribers, consumers, distributors, payers,

influencers, “injectors”, etc.) — What drives competition?

What is their respective role?
What do they need?
What do they want?

What do they expect from pharma
companies?

What are their available alternatives?

What does create customers’ preference?

What are the main dimensions of
competition?

How intense is the competition?

How to obtain a superior and sustainable
competitive position?

How to create customers’ preference?

Source: Adapted by Smart Pharma Consulting from R. Grant 2008
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Pharma companies can enhance their business performance by reconsidering the management
of the key success factors that are specific to the strategic segments they play in

BUSINESS STRATEGY Performance through key success factors management
[llustrative
Elimination
What actions / investments should be stopped?
(e.g., Services unlikely to be valued and used by HCPs)
Creation Reduction
What actions / investments Enhancmg What actions / investments
should be proposed? Business should be reduced?
(e.g., Partnership with a Japanese player Performance (e.g., 1SS! that are not strictly aligned

to cover the local pharma market) with the drug development strategy)

Raising
What actions / investments should be raised?

(e.g., RWE? studies to strengthen drugs valuation by HTA3 bodies)

Sources: Adapted by Smart Pharma Consulting from C. Kim et al. and I Investigator-Initiated Studies —? Real World Evidence —
from D.J. Collis , HBR April 2008 3 Health Technology Assessment based on clinical and cost-effectiveness data
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The Business Strategy Card is a useful tool to ensure an alignment between the strategic
objective, the selected strategic imperativesl and the corresponding tactics

BUSINESS STRATEGY The Business Strategic Card

= The Business Strategy Card describes the strategic objective, the strategic imperatives selected to achieve that objective and

the key tactics supporting the strategic imperatives

Illustrative
| |
Strategic Objective

v O
E‘% 1. Optimise stakeholders’ 2. Improve operational
[SEY H
E g_ preference efficiency
—l... —l...
1.A. Shape the covered 2.A. Improve investment
market segments decision process
¢
s 1.B. Optimize portfolio 2.B. Evaluate quality of
2 value-proposition activities execution
2
% 1.C. Offer high-value 2.C. Measure the impact
§ services to customers of activities
(%)
1.D. Strengthen corporate 2.D. Challenge the status
reputation quo

3. Adjust the

organizational model

===

3.A. Attract and retain
talented people

3.B. Adapt the FTEs to
remain competitive

3.C. Promote excellence in m
execution

3.D. Rationalize and
simplify key processes

The Business Strategy Card helps to ensure
the consistency between the objective —
the strategic imperatives — the key tactics

The trickiest part is to select the most
relevant strategic imperatives, as derived
from the Advanced SWOT, which are:

— Opportunities to seize

— Threats to fight again

— Strengths to capitalize on, and/or

— Weaknesses to address
The preferred strategic imperatives are
those which are the most likely to have an

impact on the business performance so
that to achieve the set strategic objective

Sources: Smart Pharma Consulting
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The likelihood to achieve the set strategic objective, at corporate and/or business levels,
depends as much on the selected strategy as on the excellence of its execution

OPERATIONAL STRATEGY Objective setting — Strategy crafting & execution
® The strategy development — at corporate or business level — ® The strategic objective should be S.M.A.R.T.? and be
starts by analyzing the competitive situation, the associated consistent with the companies’ Strategic Square?

key success factors and the challenges

® The strategy will be then broken down into tactics that...
® The selected strategy (or strategic priorities) is a means to

achieve the set objective in three to five years time horizon ™ - Will require a set of determinants to ensure its success

Strategic ~

It is essential not to dissociate strategy development from

Strategy A execution, both being the two sides of the same coin

= Successful strategy execution depends on 3 key determinants:

m 1. Understanding, adhesion and engagement of implementers
2. Adjustment of the organization through its four components

(i.e., activities, structure, processes and culture)

3. Mobilization of capabilities and resources

. Strategy C
| Competitive sy . ' ;
situation “The only valid strategy is the one that can be properly executed
Sources: Smart Pharma Consulting 1 Specific, Measurable, Attainable, Relevant, Time-limited —? Purpose, Vision, Mission, Core Values (see Smart Pharma Consulting

position paper on Pharma Corporate Strategy)
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The quality of the strategy execution is mainly driven by the companies’ organizational design,
its available capabilities and the proper allocation of resources

OPERATIONAL STRATECY Operational strategy: How to Execute?

How to EXECUTE?

= To ensure an optimal execution of the
Organization strategy, at the operational level, pharma
companies require to have the right:

Activities Structure Processes Culture

— Organization

Capabilities

0 4 prosucion I v & e

Support functions (BD&L - regulatory — legal — finance — HR — IT, etc.)
Resources (physical & financial)
» Physical (material) and financial resources

“When a strategy looks brilliant, it’s because of the quality of execution” — should be allocated so that to create the
Rosabeth Moss Kanter conditions necessary for success

— Capabilities

— Resources

* The organization should be considered
through its four components:

Activities — Structure — Processes — Culture

= Capabilities assessment along the value
chain would define whether the company is
able to execute properly the strategy

Source: Smart Pharma Consulting analyses
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The alignment on the objective, the selected strategy and the corresponding tactics
of collaborators involved in execution will make it more relevant and more efficient

OPERATIONAL STRATEGY How to on-board collaborators in strategy execution (1/2)

Strategic

2. Get the objective agreed upon

Objective
3. Make sure the selected strategy
is understood and accepted

N\

&~
c’\.

4. Define the most relevant tactics to support the
strategy with those who will implement them

5. Determine the best way to motivate

Co_mpet_ltlve implementers to search for excellence in execution
situation i

1. Analyze the competitive situation, share
with collaborators and obtain their alignment

Sources: Smart Pharma Consulting analysis 1 Key Execution Indicators — 2 Key Performance Indicators
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An effective execution of the strategy requires a participative and collaborative approach, to focus
on the most important activities, to develop competence and to ignite passion of collaborators

OPERATIONAL STRATEGY How to on-board collaborators in strategy execution (2/2)

2. Get the objective « = Set SMART! objectives to help managers and frontline

SHEARHI agreed upon employees take ownership over their roles in the execution
Objective
3. Make sure the selected strategy = |nvolve employees in strategy design to increase its relevance,
is understood and accepted facilitate the buy-in, and make execution easier and smoother
4. Define the most relevant tactics to support the . - ; h
strategy with those who will implement them Ensure 'mp eme.ntce_rs ocus on.t €
m i « most critical activities supporting the
Competitive 5. Determine the best way to motivate strategy to achieve the strategic
situation implementers to search for excellence in execution objective...
N | = .. which should be broken down in
T . . . .
1. Analyze the competitive tactical objectives and thus in cross-
situation, share with collaborators team and/or individual objectives
and obtain their alignment = Build practical working plans (i.e.,
= Middle management should set the ways of clear, cI:)ncrete, famlllar)r,] adaptable
working, inspire and mobilize their subordinates to market or company changes
and monitor carefully their activities = Develop metrics to monitor the

= Call in collaborators having a good
knowledge and understanding of Empower employees to develop ownership and
the competitive situation figure out how best to meet the objective

quality of activities execution...

... and their impact

Sources: Smart Pharma Consulting analysis 1 Specific, Measurable, Attainable, Relevant, Time-limited
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The careful answers to the five key following questions will contribute
to ensure an optimal execution of the designed strategy to achieve the set objective

Key questions related to strategy execution

1. What to do? « The translation of the strategy into selected key activities should
Select the most relevant activities involve those who will be responsible to implement them

2. Why to do it?
L Document the rationale to carry out these activities )

The activities to focus on should effectively and efficiently support
the designed strategy to meet the set objective

3. How to do it?
L Define the best practices and the best organization )

The execution of the strategy should comply with the best
practices to deliver the expected outcomes

4. How well has it been done? The monitoring of the quality of execution will enable to adjust, if

Monitor the quality of execution required, the manner things are done to get better outcomes

5. How close are we from the objective? The monitoring of the outcomes will enable to evaluate if the

strategy produces the expected outcomes

Tt *+ 1+ 1

Monitor the performance

Sources: Smart Pharma Consulting analysis
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To achieve excellence in their strategy execution, companies must design a holistic organizational
system fostering the search for excellence by all its collaborators, either front line or back-office

OPERATIONAL STRATEGY Adjustment of the organization — Overview
Culture Activities
= Develop a culture of excellence to expand the market = Focus on activities that best support the
and/or gain market share through customer preference strategy and that company excels in, at the
» Create a link between the Strategic Square level of concerned departments
and the strategic objective set so that Organization = Develop the skills of managers and of
the collaborators feel connected? subordinates in charge of the execution
* |nstall a participative culture including Activities = Motivate collaborators to foster
the strategy development the quality of the execution to get
» Encourage pro-activity, agility and I the expected outcomes

experiment to boost excellence

Culture

Processes /\

= Align objective, strategy and tactics
Processes Structure

Structure

= Design a structure easily scalable
according to the changing

= Facilitate and motivate collaborations :
environment

across departments / project streams
= Set up a flat and lean organigram favoring

" Set up flexible execution plans accountability and empowerment
= Measure the quality and the impact of activities Eliminat dl lexit
» Eliminate needless complexity

= Streamline processes and set up standards of excellence

1 Purpose, Vision, Mission, Core Values (see Smart Pharma Consulting position paper on Pharma Corporate
Source: Smart Pharma Consulting analyses Strategy) — 2 Set clear performance expectations, hold them accountable, give them regular feedbacks,
reward their performance, share outcomes, etc.
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The proper translation of a strategy into actions requires to be clearly formulated,
make sense, be ambitious enough, while providing implementers a positive experience

OPERATIONAL STRATEGY Guiding principles to align and engage implementers

5. Make it

4. Make it collaborative 6. Make it

participative simple

1. Make it

clear

Strategy
2. Make it 3. Make it

9. Make it
rewarding

relevant ambitious

8. Make it
exciting

= Clarity will help collaborators better realize what it Decisions should be as much as possible participative

takes to execute the strate
&Y = On-going coordination across departments is essential

® The perceived relevance by implementers is key to
get their full engagement

® The level of ambition should be high enough to
justify the specific effort related to its execution = ... and provides implementers a rewarding experience

Keep initiatives simple and focus on the most effective ones

Make sure the way strategy is implemented is stimulating...

Sources: Smart Pharma Consulting analysis
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Stimulating collaborators passion for their job is a key performance driver,
especially in a context of corporate and/or business strategies execution

OPERATIONAL STRATEGY Drivers influencing the passion of implementers for their job

Six key drivers of job passion... ... having a positive influence on collaborators’ mindset

1. Sense of Purpose

Enthusiasm

Job ‘ Sapisraction Consistently More
Passion & Better Work

“Pleasure in the job puts perfection in the work” — Aristotle

Motivation

Sources: Smart Pharma Consulting analysis
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The execution of the strategy should be tracked to measure its impact and to evaluate
the way it is done, so that to bring possible adjustments to deliver the expected results

OPERATIONAL STRATECY Monitoring of strategy execution and impact
KEY EXECUTION INDICATORS (KEIs) KEY PERFORMANCE INDICATORS (KPIs)
Monitor the execution of the actions Evaluate how far the set objective is achieved

“There is no successful strategy without a systematic and rigorous monitoring of activities execution and impact”

Sources: Smart Pharma Consulting analysis
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It is essential to use metrics to ensure the strategy is correctly implemented
and that these activities produce the expected results

OPERATIONAL STRATEGY  Activity-based and performance-based monitoring indicators

Typology Examples of KEIs!? Examples of KPIs?

Measure by counting, averaging numbers, Number of gained and lost

uantitative . >
Q calculating rates, ratios, etc. customer accounts

Sales generated over a period

Stakeholders’ satisfaction

Qualitative  Express opinions, traits, characteristics Opinion of stakeholders e —

Measure the efficiency or productivity of a Compliance with project

Process Days spent to execute a task

business process deadlines
Input WIS SRR A resources Ineiesitze (1 Actual vs. budgeted investment Investments in a project

or used to generate business results
Measure the financial and non-financial Number of clients having a Revenues — Numbers of new

Output . L " .. .
results of business activities positive opinion of products clients

Leadin MilEuie RETITES dut will v & Quality of tendering plannin Pricing negotiated with payers

& significant impact on future performance y &P & gneg pay
. Measure the output (success or failure) of Number of applications sent on T
Lagging past activities time for tenders Hl =i il
Sources: Smart Pharma Consulting analysis 1 Key execution indicators —? Key performance indicators
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The Operational Strategy Card ensures the strategic objective, imperatives and tactics are aligned,
while the strategic planning and monitoring table favors the quality of execution and its efficiency

OPERATIONAL STRATEGY Operational strategy tools
llustrative Operational Strategic Card Strategic planning & monitoring table
* Objective: = Number of stakeholders:

= Description:

1. Optimise stakeholders’ 2. Improve operational 3. Adjust the
preference efficiency organizational model

Planning Actions Timing

Strategic
Imperatives

Key actions to

_l implement this
tactic

o Quantitative / Indicator Indicator . s
qualitative metrics objective achievement Keyimplications / Comments

1.A. Shape the covered 2.A. Improve investment 3.A. Attract and retain
market segments decision process talented people

‘g 1.B. Optimize portfolio 2.B. Evaluate quality of 3.B. Adapt the FTEs to .
B value-proposition activities execution remain competitive ey Ermminey
K Indicators (KEls)*
E 1.C. Offer high-value 2.C. Measure the impact 3.C. Promote excellence in (q”a"")’ of
§ services to customers of activities execution execution)
“ Key Performance
1.D. Strengthen corporate 2.D. Challenge the status 3.D. Rationalize and Indicators (KPIs)*
reputation quo simplify key processes (Impact of tactics)
= The Operational Strategy Card should be developed at = The planning of strategy execution should not be fixed, but adapted in
department / project level and support the corporate real-time to unforeseen evolution of internal and external situations
and/or strategic objectives » Thus, it is necessary to ensure an agile adjustment and reallocation of
= The Card which describes the department / project focus, capabilities and resources considering these possible changes
strategic objective, imperatives and key tactics helps = Coordination of key tactics with other departments and/or project
ensuring consistency between these three components streams on an ongoing basis is essential for an efficient execution
= Preferred strategic imperatives impact the business = The quality and impact of strategy execution should be carefully
performance so that to achieve the strategic objective measured with KEIs® and KPIs! to possibly carry out adjustments

1 Key Execution Indicators and Key Performance Indicators — See our position paper “KPIs & KEls for Success”

Sources: Smart Pharma Consulting available on Smart Pharma Consulting website
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The main operational strategic challenge is to concentrate and align — across departments and
project streams — capabilities and resources on the most critical actions to meet the set objective

OPERATIONAL STRATEGY Coordination across project streams and departments

Support

R&D |Production | Access |Medical | Marketing | Sales | ¢5 PRO", Corporate and business strategies should be translated into

each department’s and/or project stream'’s specific strategic
initiatives, with their objective, imperatives and key tactics

Strategic Objective

$ 1 Optimise stakeholders' | 2. Improve operational 3. Adjust the = Strategic roadmaps should be communicated and explained
5§ preferene sfficiency pe——— within and across departments / project streams
B — —_
1A. Sha;:(ethecovered 2.A. :improveinvestment 3.A. Atltract:ndretlain O erationa| = The eXECUtiOn ShOUld be Carried OUt in a ClOSG COOperatiOn
market segments ecision process talented people . . . .
M— I ’ B — hpﬁi A perat Card and coordination to ensure an optimal operational
B .B. Optimize portfolio .B. Evaluate quality o .B. Adapt the FTEs to . - .
§ 7 wauepropostion actiis execution trategic Car alignment, the leverage of complementarities and synergies
% .C. Offer high-value 2.C. Measure the impa 3.C. Promote excellence in . . .
2" e tocustomers | of actiies = |n practice, each department / project should define:
L0 Suengten corporste |20 CHRlense eSS — What specific actions should be started, continued,

expended, downsized, stopped

- Strfitcetgi‘ilcel:iriver: = Stakeholder type: .. .
- esrton: " Number of stakehoders — The most efficient and effective way to carry out the
Planning Actions Timing . . . .
Strateic — selected actions by setting quality of execution and
anni 8 2 i performance objectives with KEIs? and KPls?
annin - : : ) _
rF;onitorging oy | Vevimplations /comments — The required capabilities and resources
Key Execution .
table nciators (K" — The best way to engage and motivate collaborators
execution)
ctors (G = Agility of the test and learn (i.e., experimental) approach
(Impact of tactics) . . ape .
would help coping with the volatility of the environment
Sources: Smart Pharma Consulting 1BD&L, regulatory, governmental affairs, legal, finance, HR, IT, etc. — 2 Key Execution Indicators and Key Performance Indicators
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While corporate strategy defines where pharma companies decide to play...
... business strategy sets the priorities to win

Corporate & Business strategy takeaways

The selected strategic segments — where to play — depends
on market attractiveness and companies’ capabilities to win

Analysis of current and evolving opinions and behaviors of key stakeholders, of corresponding driving factors
and their business implications are a prerequisite to business strategy crafting

PHARMA

It is essential to leverage the “Brand
Preference Mix” to gain market share

Growing the market is the priority
in monopolistic or dominant position

STRATEGY

The “Advanced SWOT” is instrumental ~ “The only strategy worthwhile is that = The achievement of business objectives
to define strategic imperatives and  fulfilling customer’s needs, wants and is strongly driven by the excellence

the supporting activities (tactics) expectations, to get preferred” of the strategy execution

Sources: Smart Pharma Consulting
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To ensure the designed corporate and/or business strategies deliver their expected outcomes,
pharma companies should pay a special attention to the following six key success factors

1. The corporate and/or business strategies should be
shared and explained to all implementers

3. Departments and project streams
should prioritize the actions that
will best contribute to achieve
the overall strategic objective

5. All involved implementers should be
empowered and get engaged to give
their best to achieve a strategic
objective that makes sense to them

Operational strategy takeaways

PHARMA
STRATEGY

“Focus on what is critical,
and have the courage
to stop non-effective

and non-efficient actions”

2. Capabilities and resources should focus on activities
that are critical to meet the set strategic objective

4. All departments and project
streams should cooperate and
coordinate in an aligned and
synergistic way for optimal outcomes

6. The implementation and impact of
actions supporting the strategy
should be carefully monitored

to determine any required adjustments

Sources: Smart Pharma Consulting
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1. Introduction

Brand Plans are often inefficient and of little use due to insufficient brand teams’ involvement,
lack of market insights and of coordination across pharma companies’ departments

= Smart Pharma consultants have helped 35 pharma companies develop brand plans on more
than 80 products belonging to 18 different therapeutic areas:

1. Allergy 7. Immunology 13. Oncology

2. Cardiology 8. Infectiology / Virology 14. Pulmonology

3. Dermatology 9. Metabolism / Diabetes 15. Psychiatry

4. Gastroenterology 10. Nephrology 16. Rare diseases (various)
5. Gynecology 11. Neurology 17. Rheumatology

6. Hematology 12. Ophthalmology 18. Urology

= From this experience, we have identified several common pitfalls that should be avoided to
craft brand plans likely to optimize brand performance

“At affiliate level, the Brand Planning process is often viewed as a window-dressing exercise”

Sources: Smart Pharma Consulting
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1. Introduction

For each of these five pitfalls, we propose practical and easy-to-implement solutions
so that pharma companies can transform useless brand plans into high-performance ones

Pitfall #1 Pitfall #2

Describing and not analyzing Carrying out a sub-optimal
the market situation SWOT analysis

Crafting an Selecting tactics which do Not integrating
inconsistent strategy not support the strategy monitoring indicators

“The purpose of Brand Plans is to allocate the right resources
to reach the performance objective set, in an effective and efficient way”

Sources: Smart Pharma Consulting

The 5 Pitfalls to avoid February 2024 204



Smart Phq;&m& High-Performance Pharma Brand Plans

2. Pitfalls to avoid

Market situation is too often superficially analyzed and therefore poorly understood,
preventing a proper identification of market opportunities and threats

Describing and not analyzing the market situation

What do we observe?

/ Market Definition / Structure / Dynamics " * The situation analysis section is most often just a description of
€M Us’faf,-ve the market facts with no or poor analyses
400 - 365 Market

= Despite a large quantity of available data, the knowledge and

350 1 25 Competitor C the understanding of key market stakeholders are too often
300 - Competitor B partial and not accurate

250 - Own brand = The main reasons for these weaknesses in the brand planning
200 - process come from:

150 - — Affiliate brand teams considering it is just a constraint,

100 | imposed by the regional or global teams, having little, if any,

Competitor A value for them

50 -

— Insufficient time spent to carry out in-depth analyses to

0 - enhance market insights (knowledge and understanding)

\ 2021 2022 2023

Sources: Smart Pharma Consulting
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2. Pitfalls to avoid

The situation analysis should focus on identifying and analyzing current and future
key market events from which implications for the brand will be deducted

Describing and not analyzing the market situation

What do we recommend?

-

The 7 Ps — Market stakeholders’ analysis = A robust analysis of the market situation requires to identify key

Policy makers market features, by gathering precise and reliable information
regarding:
Pharma
competitors — Sales data trends (historical and forecasted data)
Physicians Pharma Pharmacists o . .
" company — Opinion and behavioral trends of key stakeholders (policy makers,
\\__/

payers, physicians, pharmacists?, patients, patient advocacy groups
Patients & PAGs (PAGs), pharma competitors)?who are likely to impact the market
attractiveness and the competitive position

Payers

= Then, it is essential to understand the factors that drive

Stakeholders - o stakeholders’ opinion and behavior, and market attractiveness
: Driving factors Implications
behavioural trends
. . . * An in-depth market knowledge and understanding will enable to
. . . identify the major market opportunities and threats and to
\ . . . assess the brand strengths and weaknesses /

Sources: Smart Pharma Consulting 1 Retail and hospital pharmacists —2 In certain therapeutic areas, other stakeholders such as nurses may be considered
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2. Pitfalls to avoid

The SWOT analysis is rarely properly structured, preventing from deducting
the most relevant key strategic drivers to optimize the brand performance

Carrying out a sub-optimal SWOT analysis

What do we observe?

/ Conventional SWOT analytical tool = The SWOT analysis constitutes a structured summary of the \

situation analysis from which the key strategic drivers (also
Market Opportunities Market Threats called: key business drivers, key strategic imperatives, strategic
priorities, etc.) should be drawn

[ | | |

= However, the conventional SWOT framework is not well
. : conceived, leading to misuses:
[ | | |

— Itis frequent to see a long list of items, not always relevant, and
considered to be of equal importance

— Opportunities are often confused with strengths, and threats with

Brand Strengths Brand Weaknesses
weaknesses
- - — Itis not rare for an item to be mixed-up with its cause, leading to
] . wrong strategic decisions?!
. . = The frequent inappropriate use of the SWOT framework has led
\ detractors to rename it “Silly Way Of Thinking” /

1 For instance, the fact that a brand has a leading position on a therapeutic area is not necessarily a strength per se.

Sources: Smart Pharma Consulting It may just be the result of a factor which is the strength, such as its superior efficacy, acceptability or convenience
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2. Pitfalls to avoid

The “Advanced SWOT” helps brand teams carry out a more specific
and relevant assessment of the market situation and of the brand competitive position

Carrying out a sub-optimal SWOT analysis

What do we recommend?

/ Advanced SWOT analytical tool \
= To facilitate the definition of the brand strategic drivers, it

is recommended to use the “Advanced SWOT framework” which
structures:

Market Opportunities Market Threats

. T . "
Adiiies e — Market opportunities and threats into stakeholders’ opinions and

= Customers? = Customers behaviors

=  Competitors =  Competitors

— Brand strengths and weaknesses into the product, the associated
services and the reputation of the marketing company

= |tis also essential to prioritize the items listed in each of the four
components of the SWOT framework by evaluating their Rl
* Product (4 Ps?) * Product (4 Ps) (relative importance) by using, for instance, a five-point scale

Brand Strengths Brand Weaknesses

" Services " Services * These proposed adjustments of the SWOT framework have

* Corporate reputation = Corporate reputation shown to be very helpful to transform it into a practical tool

\_ /

1 Relative Importance of each item, rated from 5, high importance to 1, low importance —2 Policy makers —
3 Payers, physicians, pharmacists, patients, patient advocacy groups —* Product features, price, distribution, promotion

Sources: Smart Pharma Consulting
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2. Pitfalls to avoid

The brand strategy is too often crafted irrespective of the market reality and is not structured
so that to foster the synergy of the supporting activities across departments

Pitfall #3

Crafting an inconsistent strategy

What do we observe?

-

Strategic drivers

Strategic driver #1

Strategic driver #2

Strategic driver #3

o

~

The strategic drivers, which are the priorities on which the
company concentrates its resources and capabilities to achieve
the performance objective set for its brand, should derive from
the SWOT analysis

The links between the situation analysis, summarized in a SWOT,
and the selected strategic drivers, are not always clearly
established and sometimes may even not exist

In addition, if not properly put into perspective with the set
objective, the selected strategic drivers may not be the most
relevant ones and lead to a suboptimal brand performance

When the activities corresponding to each strategic driver are
not well-defined, across key different operational functions (i.e.
market access, medical, marketing, sales), the quality of

execution is in general poor

Sources: Smart Pharma Consulting
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2. Pitfalls to avoid

The Brand Strategy Card has shown to be a useful tool to align the brand ambition,
the strategic drivers and the corresponding tactics

Pitfall #3 Crafting an inconsistent strategy

What do we recommend?

/ The Brand Strategy Card = The Brand Strategy Card shows the brand ambition, the strategic
drivers selected to achieve that ambition and the key tactics to
support the strategic drivers

Brand ambition

Quantitative & Qualitative objectives

-l -l -l

= Thus, this one-page Brand Strategy Card helps to ensure the
consistency between the three building blocks of the brand
Strategic driver #1 Strategic driver #2 Strategic driver #3 strategy: the ambition — the strategic drivers — the key tactics

) Bra"_d Perce_pt'on ) Bran_d PercePt'on ) Bra".d Perce_pt'on * The trickiest part is to select the most relevant strategic drivers,
- Sl - SariEaEualiy - Sl as derived from the Advanced SWOT, which are...
= Corporate reputation|| = Corporate reputation|| = Corporate reputation ’

. . - = .. opportunities to seize, threats to fight again, strengths to

: : . capitalize on, and/or weaknesses to address
Key tactics Key tactics Key tactics

* The preferred strategic drivers are those which are the most
likely to have an impact on the brand performance so that to
achieve the set ambition for the brand

= Market Access = Market Access

= Market Access
= Medical Affairs
= Marketing & Sales

= Medical Affairs = Medical Affairs
\' Marketing & Sales = Marketing & Sales

/

Sources: Smart Pharma Consulting
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Pitfall #4

2. Pitfalls to avoid

The tactics do not always support the strategic drivers and
are too often limited to marketing and sales activities

Selecting tactics which do not support the strategy

What do we observe?

-

Tactic

Table of key tactics \
= |tis not rare to see, in brand plans, key tactics which do not

formerly support the strategic drivers

Timing Responsible Budget

However, key tactics are the actions which are selected to
support the strategy

® |n other words, these actions are the operational expression of

the strategic drivers

= Key tactics are too often described as a series of activities

carried out by the marketing and sales departments...

= ... which are a renewal of past activities and for which objectives

have not been clearly set and the impact formerly measured

= Being rarely based on the assessment of past experience, the

o

process to prioritize these tactics is in general weak

)

Sources: Smart Pharma Consulting
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2. Pitfalls to avoid

Each tactic should be carefully selected to best support the strategic drivers
to enhance the probability to achieve the brand ambition

Selecting tactics which do not support the strategy

What do we recommend?

/ Table of key tactics related to the strategic drivers Tactics should be carefully selected to best support each \
strategic driver

Strategic Driver Department? . .
= These tactics may concern not only marketing and sales

departments, but also market access and medical affairs
departments

Tactic Target Objective Timing |[Responsible] Budget

= |f the medical affairs department is not supposed to promote
brands, it can/should however contribute to optimize the use of
the brands in the best interest of the patients, by generating and
disseminating to healthcare professional relevant medical data

= |tis important, for each tactic, to precise the target concerned,
to set a precise objective, to plan it, to name a responsible and
estimate a budget

= Before selecting a tactic, it may be needed to test the idea?

\J

1 Market access, medical, marketing, sales, etc. —2 By using a specific assessment tool as the one shown in our position paper

Sources: Smart Pharma Consulting “ Excellence in Execution” p. 31 — https://smart-pharma.com/wp-content/uploads/2019/07/Smart-Management-Series-Excellence-in-Execution-VWF.pdf
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Smart Phq;&m& High-Performance Pharma Brand Plans

2. Pitfalls to avoid

It is rare to see brand plans with integrated monitoring tools and associated monitoring process,
which therefore prevents from measuring the efficacy and efficiency of the selected tactics

m Not integrating monitoring indicators

What do we observe?

~

/ Monitoring indicators

Tactic |Target|Objective [ Timing |Responsible [Budget

A brand plan without indicators to measure the quality of
execution and the — direct or indirect — impact of the selected
tactics on the business is of little use

= Rare are the companies which integrate, in their brand plan,
indicators to measure the quality of execution (Key Execution
y Indicators) and/or the impact (Key Performance Indicators) of

tactics

= Without these indicators and the implementation of a
/ \ monitoring process, it is impossible to evaluate the efficacy and

efficiency of the tactics planned in the brand plan

= Thus, a brand plan with no systematic monitoring can be viewed
as a window-dressing exercise

\ “If you can’t measure it, you can’t manage it!” — Peter Drucker/

Sources: Smart Pharma Consulting 1 Key Execution Indicators — 2 Key Performance Indicators
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2. Pitfalls to avoid

KEIs! and KPIs? are both essential, the first type of indicators measuring the quality of execution
and the second one the degree of objective achievement

m Not integrating monitoring indicators
What do we recommend?
/ @ Monitoring indicators 0 = All brand plans should include monitoring tools and a \
monitoring process related to each selected tactic
N * We recommend to use:

= % of customer target covered = Number of new customers

= Number of interactions with » Average # of prescriptions per —  Key Execution Indicators (KEls) which measure the quality of
customers customer execution of tactics

= Number of projects carried out = Sales dynamics

= Level of resources allocated to = Return on investment — Key Performance Indicators (KPIs) which measure the
customers

business outcome of tactics

= By measuring carefully, the quality of execution and the impact

= Quality of interactions with ®= Brand Preference Mix Index of tactics, it is possible to adjust the brand plans (during the year
customers o = Corporate reputation or from the previous year) to make them more efficient and
= Level of market insights improvement .
. . effective
= Proper management of = Perceived quality of products
projects, from the customer = Perceived value of services “ .
perspective KEls check that you are on the right track and
\ KPlIs check that you arrive at destination” /
Sources: Smart Pharma Consulting 1 Key Execution Indicators — 2 Key Performance Indicators
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3. Key takeaways

“High-Performance Pharma Brand Plans require method, rigor and pragmatism”

Recommendations

= Design brand plans with the intent of helping = Seek customer preference rather than customer
allocating the right resources to achieve brand satisfaction by improving customers perception of
performance ambition, and not just as a formality the brand attributes, the quality of the proposed
to be reported at corporate level services and the corporate reputation

Make the best use of the “Brand Strategy Card” to
formalize clearly and precisely the brand ambition,
the strategic drivers and the corresponding key
tactics

» Adopt the 4Ws! (What? — Why? —so What? — What
to do?) approach to improve the relevance, the
consistency and the robustness of the brand plans

= Use the “Advanced SWOT” to facilitate the analysis .
of the market situation and of the brand
competitive position, identifying market
opportunities and threats and prioritizing brand
strengths and weaknesses

Define Key Execution Indicators and Key
Performance Indicators to monitor respectively the
guality of execution and the impact of tactics

1 What: gathering of data regarding market sales and stakeholders' opinion and behavior. Why: understanding of the factors triggering market and stakeholders' data. So

Sources: Smart Pharma Consulting What: implications for the brand. What to do: strategic and tactical decisions to be made to achieve the brand ambition, based on the situation analysis
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ASmart Pharma Accessing & Convincing Physicians

If pharma companies’ Sales Forces are considered as the most effective communication channel
to influence physicians, the latter are more and more reluctant to interact with Med Reps

Context

= While it is widely accepted that pharma Sales Forces are the most effective and efficient communication
channel to influence physicians, ...

® ... Med Reps have more and more difficulties to interact directly or indirectly with them

® Three main reasons explain this trend:

' 4 L ] N

LACK LACK
OF PHYSICIANS OF PHYSICIANS 0 Fh;;flz.'sggﬂs
INTEREST TIME
Poor content High number Bad reputation
of interactions of patients of pharma Companies

Sources: Smart Pharma Consulting
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Smart Pharma Accessing & Convincing Physicians

Pharma Companies should reconsider their Med Reps’ activities to secure a regular access
to targeted physicians and to strengthen the preference for the brands they promote

Obijective

® Pharma companies interact with physicians — through their Sales Forces — to convince them to prefer their
brands, provided it is in the best interest of patients

® Ensuring a regular and/or a preferential access to physicians is necessary, but not sufficient

® Thus, while interacting with physicians, ® To achieve these objectives, Med Reps
Med Reps should pursue two objectives: must address the following challenges:
—— ——
SHORT-TERM Maintain an effective level How to create interactions bringing
OBJECTIVE of interactions high enough benefits to physicians?
— -
LONG-TERM Strengthen physicians’ n How to convince physicians to prefer
OBJECTIVE preference for the brands J the brands they promote?

Sources: Smart Pharma Consulting

How to set up a High-performance Sales Force January 2024 218



ASmart Pharma Accessing & Convincing Physicians

To ensure regular access of Med Reps to physicians and to influence them, Smart Pharma
Consulting proposes a straightforward and practical approach based on common sense

Method & Tools

® Physicians have different:

— Centers of interests
— Needs, wants and expectations from pharma companies

— Experiences with pharma companies, their brands and their collaborators (particularly Med Reps)

® To access physicians and strengthen their brand preference, we propose the following method and tools:

SITUATION ANALYSIS STRATEGY CRAFTING ACTIONS EXECUTION

1. Annual Assessment Call 2. Brand Preference Mix 3. Service-led Medical Calls

000 2 ) P Qo 000

Sources: Smart Pharma Consulting
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The Annual Assessment Call (AAC) is an essential means to help Med Reps evaluate
the opinion of each physician regarding the determinant of the brands they promote

1. Annual Assessment Call — Introduction

@O
X
o"."?

WHAT IS THE PROBLEM?

= Med Reps have an insufficient knowledge
and understanding of individual physicians
they target

" They do not systematically adjust the
content of their interactions to each
individual physician

® Therefore, most of physicians do not want
to interact with Med Reps at all, or as
much as in the past

000

WHAT IS THE SOLUTION?

® Organize once — or maximum twice —a
year, a call to evaluate the opinion of each
physician regarding:

— The pharma company reputation
— The value of the promoted brands

— The value of the associated services
proposed by the pharma company...

= ... knowing that these three elements are
the drivers of their prescribing preference?

Sources: Smart Pharma Consulting

How to set up a High-performance Sales Force

1 See the Brand Preference Mix
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Smart Pharma Accessing & Convincing Physicians

The interview guide used during the Annual Assessment Call enables to gather insights re. each
physician’s opinion about the pharma company, its promoted brands and associated services

1. Annual Assessment Call — The Tool

000

" The Annual Assessment Call should be carried out by
Annual Assessment Call Part 3: Value of Services each Med Rep — preferably during an in-person

Interview guide (illustrative)

interaction — with an individual targeted physician
Annual Assessment Call Part 2: Value of Brands
_ " The interview guide is structured around the three
Annual Assessment Call Part 1: Corporate Reputation dimensions of the Brand Preference Mix:
1. What is your evaluation 0 5 10 1. The reputation of the marketing company

on a 10-point scale?
2. The perception of the promoted brands!?

2. Why? 3. What to do to improve it?
3. The quality of the associated services proposed?
" |n addition, the physician is asked by the Med Rep to
L indicate the relative importance granted to these
three dimensions to chose a brand to prescribe
Sources: Smart Pharma Consulting 1 Their efficacy, safety and convenience —?2 Including the medical calls that should be designed as a service to physicians (see Service-led Medical Calls)
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With the insights gathered during the Annual Assessment Call, Med Reps can develop tailor-made
interactions so that to maintain regular and/or a preferential® frequency of contacts

1. Annual Assessment Call — The Benefits

000

This assessment provides Med Reps with: The gathered information will help Med Reps:

— A better knowledge and... — Define the content to share and...

} Insights

— ... understanding of each physician — ... the services to propose to fulfil each

— A better identification of actions and... physician’s needs, wants, and expectations

— Combine the communication channels based

— ... messages most likely to strengthen the o _
on each physician habits and preferences

brand preference of each physician

The Annual Assessment Call — by itself — conveys a positive image to
physicians who appreciate the aspiration of pharma companies to
propose them —through their Med Reps — higher value interactions

Sources: Smart Pharma Consulting LIn other words, a higher frequency than that of its competitors
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Pharma companies struggling — more and more often — to differentiate their products on their
sole clinical attributes, the Brand Preference Mix brings additional differentiating dimensions

2. Brand Preference Mix — Introduction

@O
X
o"."?

WHAT IS THE PROBLEM?

® The great majority of physicians use
several brands that are often little
differentiated for a given pathology

® The challenge for pharma companies is to
create a difference that is perceived as
important enough...

= ... to generate the prescribing preference
of physicians

~ .’
-(1)=
- . ~

=
WHAT IS THE SOLUTION?

® To increase physicians’ preference for their
brands, pharma companies should value:

— Their corporate reputation
— The attributes of their products

— The associated services they offer

® Thus, the links between the brands, the
associated services and the corporate
reputation should be well established

Sources: Smart Pharma Consulting

How to set up a High-performance Sales Force
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The Brand Preference Mix Index permits to track the performance of each brand
on the three dimensions of the Brand Preference Mix, down to each individual physician

2. Brand Preference Mix — The Tool

Brand Preference Mix (BPM) B B m Brand Preference Mix Index (BPMI)
[llustrative

= How to create a superior and appealing

identity that enhances the brand value? Service quality

Corporate
Brand reputation
attributes
Visual Analog Scale
Brand Service 0 5 6 7 8 10
attributes quality ! ———— >
= How to highlight products = How to deliver services valued BPMI (70% x 7) + (20% x 8) + (10% x 6) = 7.1
differences so that to generate by physicians, institutions they
preference from physicians? work for, and/or patients? = The BPMI can be measured per physician and per brand
= How to leverage corporate = How to select services inducing = |t scores each individual physician perception over time,
reputation and service offering?  corporate / brand preference? considering external® and internal? events

1 Related to health authorities, competitors and customers’ opinions and behaviors — 2 Related to medico-

Sources: Smart Pharma Consultin
g marketing and sales activities, quality of services offered, communication strategy, etc.
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The Brand Preference Mix, as gathered through Annual Assessment Calls, enables Med Reps
to enhance the preference for their brand by customizing their actions at each physician level

2. Brand Preference Mix — The Benefits

Physicians’ preference is more powerful than The outcomes of the Brand Preference Mix Index
customer satisfaction to optimize market share enable to adjust the content of interactions and...
The Brand Preference Mix should be applied .... the services to be offered to individual
individually to each physician, by Med Reps physicians, based on the collected insights

The Brand Preference Mix Index helps to Physicians perceive the Brand Preference Mix
evaluate the impact of activities per physician approach as very positive and relevant

By applying the 4 Ws approach, the Brand Preference Mix solution
ensures a robust consistency between the information gathered and the decisions made

What are the scores of Why did the physician What are the implications How to reinforce the
the brand per physician? give these scores? of these scores? preference to the brand?

Sources: Smart Pharma Consulting
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Medical call experiences are generally considered by physicians of limited value,
which explains their dissatisfaction and their increasing reluctance to meet Med Reps

3. Service-led Medical Calls — Introduction

QrNe
Ko
SO

WHAT IS THE PROBLEM?

= Access of Med Reps is declining and
calling time reducing because of
physicians’ lack of:

— Interest in the content of interactions
which are not enough customized

— Time due to staff shortages and
increasing number of patients

— Trust in pharma companies in general!
which suffer from a bad reputation

000

WHAT IS THE SOLUTION?

® Physicians are more inclined to meet Med
Reps if they bring them a real benefit

® To achieve this, Service-led Medical Calls
are designed to offer each physician:

— Relevant, trustworthy and up-to-date
information

— Useful services

— Enjoyable interactions

Sources: Smart Pharma Consulting

How to set up a High-performance Sales Force

1 Especially when it comes to young physicians
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If well designed and executed, medical calls may offer physicians an outstanding experience
that will help Med Reps secure regular and impactful interactions

3. Service-led Medical Calls — The Tool

000

Service-led Medical Calls require to identify each physician’s:

— Fields of interest so that to develop a minimum knowledge to
Unique be able to discuss and share thoughts

— Professional needs, wants and expectations to select those for
which an answer will be proposed

High

= To ensure a perfect call execution, one should consider the:
— Context of the call (e.g., planned, collective, office-based)

— Opinion and behavior of the physician (e.g., convinced, regular
prescriber, thoughtful, talkative)

— Objective of the call (e.g., inform, call for action, offer a service)

o
o
c

2
S
]
Q
x

(1]
c

2

=
w)
>

£

a

= Medical Reps must also strive to impress physicians by their
Promotion-led knowledge, thoughts and behavior?!
medical calls "

Low

Medical Reps should — during the Annual Assessment Call — ask
the opinion of each physician about the quality of the medical
calls they have carried out and suggestions for improvement

Sources: Smart Pharma Consulting 1 Empathy, good mood, enthusiasm, kindness, passion for their job, etc.
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Service-led Medical Calls will lead to more regular contacts, better memorization,
higher probability to convince physicians, and will increase their preference for marketed brands

3. Service-led Medical Calls — The Benefits

000

For Medical Reps For Physicians
— Higher call efficacy (memorable — convincing — More interesting and...

— enhancing physicians’ preference) — _ useful interactions

— Better personal image (positive

. S — Better executed interactions
differentiation vs. other Med Reps)

— Opportunity to have a good time
— More pleasure at work

SERVICE-LED MEDICAL CALLS ..
... Objective is to turn each call into a memorable positive experience for each physician

For Pharma Companies
— Improved corporate reputation
— Enhanced business performance

Sources: Smart Pharma Consulting
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These three solutions have been developed for and used by pharma companies to ensure an
effective level of Med Reps’ interactions likely to boost physicians’ preference

LONG-TERM OBJECTIVE wmmm)p

Key Takeaways
Strengthen physicians’
preference for the brands
——

Maintain an effective

level of interactions 4= SHORT-TERM OBJECTIVE

——

1. Annual Assessment Call

000

Provides insights per physician which
enable Med Reps to maintain regular
and/or preferrential® frequency
of contacts vs. competition

2. Brand Preference Mix

B a m 3. Service-led Medical Calls
Helps Med Reps decide which actions 6 @ G

to carry out — and how — to best
leverage the three determinants
of each physician preference
to the marketed brands

Lead to more regular
contacts, better memorization
and increased preference of
physicians for marketed brands

Sources: Smart Pharma Consulting

How to set up a High-performance Sales Force

LIn other words, a higher frequency than that of its competitors
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Consulting firm dedicated to the pharma & MedTech sectors operating
in the complementary fields of strategy, management and organization

o Strategy o Management
= Assessing the attractiveness of markets (Hospital / = Facilitation and structuring of strategic thinking for
retail innovative products - Vaccines - OTC - Generics) multidisciplinary product teams

» Growth strategy — Key challenges identification

— Optimization of marketing / sales investments — Strategic options formalization

— Development of a company in the hospital market — Resaurce allocation gptimization program

Business = Training of marketing and market research teams to
— Valuation for acquisition sales forecast techniques (modeling and scenarios

— Portfolio / franchise assessment development)

= Development and implementation of a "coaching

= Extension of product life cycle performance Dropramiioriareamanagers

— Improvement mature products performance

— Sales reps coaching

— Adaptation of price strategy — Regional action plans roll-out

* Defense strategies vs. new entrants * Development and implementation of a "sales

= Competitive strategies in the hospital market techniques program" for sales forces (STAR?)

- . . - 1 1 i i
* Strategic partnerships companies / pharmacies Sales Techniques Application for Results

e Organization

= Rethink of operational units’ organization
= Improvement of sales force effectiveness
= Improvement of the distribution channels covering the hospital and retail markets

= Development of a strategic planning process

1, rue Houdart de Lamotte — 75015 Paris — France ® +33 6 11 96 33 78 ¢ jmpeny@smart-pharma.com ¢ www.smart-pharma.com
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