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GX ANALOGUES -
- mEmeEs Clinical Inputs (market share)

FIRST GX

ORIGINATOR ~ MOLECULE INDICATION FT #GX CLASS
Baraclude entecavir Hepatitis B 2017 6 A (PHT)

Tracleer bosentan Pulmonary hypertension 2017 9 A (PHT) Originator

Reyataz atazanavir HIV 2019 5 H

Prezista darunavir HIV 2019 8 H Peakin 2 yrs

Clinical Inputs (market share)

BX ANALOGUES

FIRST BX

ORIGINATOR ~ MOLECULE INDICATION LAUNGH #BX CLASS
Enbrel etanercept Autoimmune diseases 2016 2 H RRL Originator BX
Remicade infliximab Autoimmune diseases 2015 4 HRRL
N Oncohematology;
Mabthera | - ritwdimab Rheumatoid arthritis 2017 3 HosP Peakin 3 yrs

Supplementary Figure 1. Selected analogues for evaluation of generics and biosimilars penetration on the left
and analysis results on the right. Analogues were selected among products indicated in a chronic therapeutic

area with the same reimbursement class (A or H) and distribution channel as multiple sclerosis (MS) products.



GX ANALOGUES - -
e wmwoes | Economic Inputs (price cut)

FIRST GX
ORIGINATOR ~ MOLECULE INDICATION AUNCH #GX CLASS
: s discountapplied to Gx vs
7 H - o -
Baraclude  entecavir Hepatitis B 201 6 A (PHT) 89% originator pre-LoE ex-factory
rice (reached in 1 year
Tracleer bosentan Pulmonary hypertension 2017 9 A (PHT) P ( yeRr)

P discountapplied to
Reyataz atazanavir HIV 2019 5 H - 70°/o originator after Gx launch
(reached in 2 years)®
Prezista darunavir HIV 2019 8 H

Economic Inputs (price cut)

BX ANALOGUES . .
discountapplied to Bx vs

ORIGINATOR ~ MOLECULE INDICATION T:S;:: #BX CLASS = 72°/o originator pre-LoE ex-factory
price (reached in 3 years)
Enbrel etanercept Autoimmune diseases 2016 2 HRRL
Remicade infliximab Autoimmune diseases 2015 4 H RRL discountapplied to

- 419, originator after Bx launch
Oncohematology; 2017 3 H OSP (reached in 3 years)
Rheumatoid arthritis

Mabthera rituximab
Supplementary Figure 2. Selected analogs for evaluation of generics, biosimilars and originators tender
discounts on the left and analysis results on the right. Analogs were selected among products indicated in a
chronic therapeutic area with the same reimbursement class (A or H) and distribution channel as multiple
sclerosis (MS) products.

RRL: Limited Repeated Prescription; OSP: Hospital use only.



Total expenditure reduction between 2022 and 2028
(Baseline: €170 Millions)

€182 millions Di: at for new +/- 20% €157 millions
€179 millions Di t for small molecules after LoE +/- 20% €160 millions
€177 millions Renegotiation discount +/- 20% €161 millions
€176 millions Generics penetration +/- 20% €163 millions
€176 millions Patient shares of evobrutinib -/+ 20% €163 millions
€175 millions Biologics penetration +/- 20%
€174 millions Discount for biologics after LoE +/- 20%
€173 millions A& Patient shares of tolebrutinib in RMS -/+ 20%
€172 millions Increase in treated patients for NR-SPMS -/+ 20%
€172 millions L& @y Patient shares of ublituximab -/+ 20%
€171 millions Patient shares of tolebrutinib in PMS -/+ 20%
€171 millions U Time between renegotiations -/+ 20% €159 millions

Supplementary Figure 3. Results of the sensitivity analysis conducted on the model. The variable considered
was the total expenditure reduction between 2022 and 2028, equal to €170 min. All parameters have been
varied considering a +/- 20% variation of baseline values.

LoE: loss of exclusivity;, NR-SPMS: non-relapsing secondary progressive multiple sclerosis; PMS: progressive

multiple sclerosis; RMS.: relapsing multiple sclerosis.



