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| farmaci equivalenti rappresentano piu del 50% dei farmaci dispensati in classe A-SSN

Mercato dei prodotti rimborsati dal SSN* (spesa netta)

2005

[ Coperti da brevetto
Il Equivalenti

[ Branded

[ Unbranded

« (% @

Branded: farmaci con brevetto scaduto con nome di fantasia
Unbranded: farmaci con brevetto scaduto con nome del principio attivo
* Sono state utilizzate le liste di trasparenza pubblicate dalle Regioni nel corso del 2005

Proporzione della spesa territoriale® netta* 2008 dei farmaci di classe A-SSN
per copertura brevettuale

2008

[ Totale coperti da brevetto
I Totale equivalenti

[ Equivalenti branded

[ Equivalenti unbranded

- ‘@

* Sono state utilizzate le liste di trasparenza predisposte dalle Regioni nel corso del 2008
Branded: farmaci con brevetto scaduto con nome di fantasia
Unbranded: farmaci con brevetto scaduto con nome del principio attivo

Proporzione della spesa territoriale® netta* 2011 dei farmaci di classe A-SSN
per copertura brevettuale

2011

[ Farmaci coperti da brevetto
I Farmaci a brevetto scaduto

[ Ex originator compresi
i co-marketing’
[ Farmaci generici equivalenti?

. 3l

* Sono state utilizzate le liste di trasparenza predisposte dalle Regioni nel corso del 2011
1 Farmaci con brevetto scaduto e nome di fantasia
2 Farmaci con brevetto scaduto e nome del principio attivo

Figura D.1
Andamento dell'incidenza di dosi di farmaci equivalenti sul totale della classe A-SSN e dellinci-
denza di dosi di farmaci generici equivalenti sul totale degli equivalenti nel periodo 2004-2011
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Primi venti principi attivi equivalenti a maggiore spesa: confronto 2005- 2011

2005 2008 2011
Principio attivo Spesa lorda Principio attivo Spesa lorda Principio attivo Spesa lorda
(milioni) (milioni) (milioni)
nitroglicerina 161 lansoprazolo 292 lansoprazolo 277
paroxetina 106 amoxicillina + acido clavulanico 171 pantoprazolo 210
ceftriaxone 96 amlodipina 146 omeprazolo 196
enalapril 92 omeprazolo 140 amoxicillina + acido clavulanico 181
sertralina 91 simvastatina 136 simvastatina 125
citalopram 67 nitroglicerina 130 ramipril 122
carvedilolo 63 ramipril 112 amlodipina 119
gabapentin 51 doxazosin 111 esomeprazolo 105
mesalazina 51 ceftriaxone 98 nitroglicerina 102
flunisolide 48 alfuzosina 81 ceftriaxone 98
itraconazolo 42 tamsulosina 80 doxazosin 83
nimesulide 41 mesalazina 75 metformina 78
ticlopidina 40 enalapril 73 bisoprololo 74
diclofenac 38 claritromicina 70 tamsulosina 73
amoxicillina 38 paroxetina 68 nebivololo 72
atenololo 37 acido alendronico 67 mesalazina 68
ranitidina 36 enalapril + idroclorotiazide 65 rifaximina 65
metformina 33 carvedilolo 65 claritromicina 56
furosemide 32 finasteride 58 paroxetina 56
isosorbide mononitrato 31 ciprofloxacina 54 carvediolo 54
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2008

Prescrizione di farmact equivalenti™ di antiacidi e antiulcera

Categorie Spesa lorda % A % DDD/1000 % A % costo
pro capite 08-07 ab die 08-07 medio DDD

Equivalenti 7,84 49,4 -10,2 31,6 62,3 21,3 0,68

Unbranded 3,10 19,5 23,4 13,5 26,6 32,8 0,63

Branded 4,74 29,9 -23,8 18,1 35,7 13,9 0,72

Coperti da brevetto 8,03 50,6 -2,2 19,1 37,7 12,2 1,15

Antiacidi e antiulcera 15,87 100,0 -6,3 50,7 100,0 17,7 0,86

* Sono state utilizzate le liste di trasparenza mensili pubblicate dall’Agenzia Italiana del Farmaco nel 2008

2010

Prescrizione di farmaci equivalenti* di antiacidi e antiulcera nel 2010

Categorie Spesa lorda % A % DDD/1000 % A % Costo
pro capite 10-09 ab die 10-09 medio DDD

Equivalenti 11,57 64,3 7,4 51,2 79,3 14,1 0,62

Unbranded 3,95 21,9 19,7 19,4 30,1 24,7 0,56

Branded 7,62 42,4 1,9 31,8 49,2 8,5 0,66

Coperti da brevetto 6,41 35,7 4,5 13,4 20,7 1,8 1,31

Antiacidi e antiulcera 17,98 100,0 6,3 64,5 100,0 11,3 0,76

* Sono state utilizzate le liste di trasparenza mensili pubblicate dall’Agenzia Italiana del Farmaco nel 2010

2011

Prescrizione di farmaci equivalenti* di antiacidi e antiulcera nel 2011

Categorie Spesa lorda % A % DDD/1000 % A % Costo
pro capite 11-10 ab die 11-10 medio DDD

Equivalenti 13,52 82,6 -10,3 62,5 88,3 9,1 0,59

Unbranded 4,53 27,7 14,8 23,8 33,7 22,8 0,52

Branded 8,99 54,9 -19,2 38,6 54,6 2,1 0,64

Coperti da brevetto 2,85 17,4 -1,7 8,3 11,7 -4,3 0,94

Antiacidi e antiulcera 16,37 100,0 -8,9 70,8 100,0 7,3 0,63

* Sono state utilizzate le liste di trasparenza mensili pubblicate dall’Agenzia Italiana del Farmaco nel 2011



Antiacidi e antiulcera, andamento temporale del consumo territoriale
di classe A-SSN (2002-2011)
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BM] Use of proton pump inhibitors and risk of hip fracture
in relation to dietary and lifestyle factors: a prospective
BMJ 2012;344:¢372 d cohort StUdy

Study 0dds ratio Weight 0dds ratio
(95% CI)* (%) (95% CI)*

Vestergaard 2006 - 10.73 1.45 (1.28t0 1.65)
Yang 2006’ - 17.06 1.44 (1.30t0 1.59)
Targownik 2008"° —il— 3,91 1,09 (0.8810 1.35)
Kaye 2008'¢ = 0.96 0.90(0.59t0 1.37)
Yu 2008/

Women B 1.28 1.16 (0.80to 1.68)

Men = 0.24 0.62 (0.26 to 1.46)
de Vries 2009% - 14.35 1.22 (1.09to 1.36)
Corley 2010'° 2 35.96 1.30 (1.21t01.39)
Pouwels 20117 —— 7.83  1.20(1.03 to 1.39)
Gray 2010"! —— 1.50 1.00 (0.71 to 1.40)
Chiu 2010%’ i 1.04 1.67 (1.11to 2.51)
Present study —— 5.15 1.36(1.13t0 1.63)

Total 100.0
Fixed model S 1.30 (1.25t0 1.36)
Random model - 1.28 (1.19t0 1.37)
0.25 0.5 0 2 4
Decreased risk Increased risk

*Hazard ratios used for Yu 2008"7



Use of proton pump inhibitors and risk of hip fracture in relation
to dietary and lifestyle factors: a prospective cohort study
Hamed Khalili H et al., BMJ 2012;344:e372 (31 January 2012)

Risk of hip fracture according to use of proton pump inhibitors (PPIs)
among 79 899 postmenopausal women enrolled in the Nurses’ Health
Study

Non-users of PPls Regular PPl user
No of cases/No of person years 744/492 154 149/73 632
Hazard ratio (95% ClI):
Adjusted for age 1.00 1.35(1.1310 1.62)
Adjusted for age + body mass index” 1.00 1.45(1.21t01.73)
Adjusted for age + calcium intaket 1.00 1.35 (1.1210 1.62)
Multivariable adjustedt 1.00 1.37 (1.14 to 1.64)
Fully adjusted§ 1.00 1.36 (1.13t0 1.63)

*Body mass index categorised as <20, 20-24.9, 25-29.9, 230 kg/‘m”.

tEnergy adjusted calcium intake calculated from diet and dietary supplements, categorised as <600, 600-899, 900-1200, >1200 mg/day.

FAdjusted for age (months), body mass index, alcohol intake (<5, 5-15, >15 g/day), total energy adjusted calcium intake, level of physical activity (<1.7, 1.7-4.5,
4.6-10.6, 10.7-22.1, >22.1 metabolic equivalents-hours/week), smoking status (never, past 210 years, past <10 years, current <15 cigarettes/day, current >15
cigarettes/day), vitamin D intake (<400, 400-600, >600 |U/day), and history of osteoporosis (yes, no).

§Adjusted for age (years), body mass index, alcohol intake, total energy adjusted calcium intake, history of osteoporosis, level of physical activity, smoking status,
vitamin D intake, bisphosphonate use (yes, no), thiazide use (yes, no), corticosteroid use (yes, no), and use of postmenopausal hormone replacement therapy
(never, past, current).



Tavola D.3

Consumo territoriale”™ regionale dei farmaci equivalenti di classe A-SSN:
confronto 2007-2011

DDD/1000 abitanti die pesate

% sul totale delle DDD

2007 2008 2009 2010 2011 2007 2008 2009 2010 2011
Piemonte 252,5  368,2 402,2  461,2 5047 32,1 43,9 46,9 52,2 56,0
Val d'Aosta 2449  361,8 3930 446,2 4976 30,0 42,9 45,7 50,5 h4,7
Lombardia 251,2 368,77 3874  442,3 4809 32,3 45,2 47,5 52,7 56,0
Trentino AA 216,3 3146 337,68 3951  438,0 30,4 449 45,9 51,0 54,5
Veneto 254,8 3880 410,09 4757 528,6 30,9 45,0 47,6 53,3 57,8
Friuli VG 249,71  380,6 402,6 464,6 5056 29,8 43,6 46,2 51,3 54,6
Liguria 273,8  385,7 406,1  458,1  488,7 31,9 43,2 45,6 50,5 54,1
E. Romagna 271,6  405,2 4351  498,1 548,4 31,3 449 48,0 52,9 57,1
Toscana 292,5 4350 4543 503,5 554,55 34,3 48,4 50,4 54,0 £8.4
Umbria 272,9  423,3 4635 537,65 5037 30,2 44,7 48,3 55,9 60,2
Marche 257,9 3816 4122 4749 5217 30,1 42,3 45,6 50,6 54,8
Lazio 296,1  442,7  456,5 520,6  579,0 29,1 42,9 45,2 50,8 54,9
Abruzzo 256,/  379,8  408,7 467,5 5109 29,2 40,7 43,8 48,9 52,9
Molise 2405 3558 390,6 4369 4734 28,7 30,6 42,6 48,8 52,0
Campania 261,5  388,0 440,1 4914 5372 27,7 38,7 43,1 50,2 55,7
Puglia 2954 4224 4605 527,6  569,7 31,1 41,5 44,1 49,5 54,0
Basilicata 254,5 3744 4057  452,7  501,2 28,7 30,8 42,1 48,0 L2,4
Calabria 268,3  407,7  436,2  487,9 5309 21,5 38,7 42,9 48,8 53,2
Sicilia 304,8 450,22 4866 551,8 602,8 30,5 43,5 47,1 51,9 55,7
Sardegna 284,2 4054 4376 4985  543,6 30,9 42,1 44,0 49,0 52,2
Italia 270,3 3995 4278 486,8 5348 30,7 43,2 46,2 51,5 55,7
Nord 2556 3776 401,09 4606 5074 31,7 44,6 47,3 52,5 56,3
Centro 287,9 4304  450,4 510,2 5644 30,9 44,7 47,1 52,1 56,4
Sud e Isole 280,3 411,88 450,868 509,7 5555 29,4 40,9 44,4 50,1 54,5



Figura D.4 Figura D.4
Confronto internazionale della distribuzione percentuale della spesa farmaceutica Confronto internazionale della distribuzione percentuale della spesa farmaceutica
territoriale™ 2008 per farmaci equivalenti territoriale* 2011 per farmaci equivalenti
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Tavola B.2
Spesa farmaceutica territoriale™ di classe A-SSN: confronto 2007-2011

2007 2008 2009 2010 2011 A% A% A% A%
(milioni) (milioni) (milioni) (milioni) (milioni) 08/07 09/08 10/09 11/10

Classe A-SSN 12.712 12.724  12.928 12,985  12.387 0,1 1,6 0,4 -4.,b
Ticket* 539 647 862 008 1.337 20,0 33,3 15,7 34,0
Sconto** 680 694 872 1.016 1.028 2,1 25,6 16,5 1,1
Spesa netta 11.493  11.383 11.193 10.971  10.023 -1,0 -1,7 -2,0 -8,6

Numero Ricette 525 553 572 587 590 5.3 3.5 2,6 0,5

Numero Confezioni Q77 1.022 1.054 1.080 1.089 4,6 31 2,5 0,8

DDD/1000 ab die 856 896 034 956 963 4,1 4,2 2,4 0,7

* Somma del ticket sui farmaci equivalenti e dei ticket regionali
** Dal 2005 comprende oltre le trattenute alle farmacie anche lo sconto del 4,12 sul margine di spettanza del pro-
duttore, dal 2009 anche lo sconto DL 39/09, nel 2010 lo sconto dell’1,82 relativo alla Legge 122/10 nonché lo
sconto dell’1,83 delle aziende farmaceutiche pari a 208,96 milioni eure e nel 2011 lo sconto dell’1,83 delle aziende
farmaceutiche pari a 202,18 milioni euro

Confezioni 2007 2008 2009 2010 2011 A% A% A% A%
(milioni) (milioni) (milioni) (milioni) (milioni) 08/07 09/08 10/09 11/10

1 Classe A-SSN 977 1.022 1.054 1.080 1.089 4,6 3,1 2,5 0,8

2 Classe A privato* 129 135 112 123 146 51 -17,1 10,1 18,7

1+2 Totale 1106  1.157 1166 1.203  1.235 471 07 3,2 2,7

3 Classe C con ricetta 297 206 288 283 284 0,2  -2,7 -1,7 0,3

4 Automedicazione
{S(}F' a (}TE} 316 311 325 308 300 -1,6 4.3 -5£.3 -2,6

1+2+3+4 Totale confezioni  1.719  1.765 1.779 1.794  1.819 2,7 0,8 0,9 1.4




An audio interview
with Dr. Brody is
available at NEJM.org

l ; ioethics has long approached cost containment

under the heading of

sources.”

distributive justice. But in the
United States, ethical debate is
now shifting from rationing to
the avoidance of waste. This lit-
tle-noticed shift has important
policy implications.

Whereas the “R word” is a
proverbial third rail in politics,
ethicists rush in where politi-
cians fear to tread. The ethics of
rationing begins with two con-
siderations. First, rationing oc-
curs simply because resources
are finite and someone must de-
cide who gets what. Second, ra-
tioning is therefore
inevitable; if we
avoid explicit ration-
ing, we will resort to implicit and
perhaps unfair rationing methods.

The main ethical objection to
rationing is that physicians owe

“allocation of scarce re-
Having thus named the nail, bioethics has
whacked away at it with the theoretical

hammer of

an absolute duty of fidelity to
each individual patient, regard-
less of cost. This objection fails,
however, because when resourc-
es_are exhausted, the patients
who are deprived of care are real
people and not statistics. m
cians collectively owe loyalty to
those patients too. The ethical
argument about rationing then
shifts to the question of the fair-
est means for allocating scarce
resources — whether through the
use of a quasi-objective measure
such as quality-adjusted life-years
or through a procedural approach
such as increased democratic en-
gagement of the community.?
Ethicists arguing for fair ra-
tioning have had to contend with
claims that the cost problem
would be solved if we eliminated

The NEW ENGLAND ]OURNAL ufMEDICINE

From an Ethics of Rationing to an Ethics of Waste Avoidance
Howard Brody, M.D., Ph.D.

waste, frand, and abuse. They have
replied with statistics suggesting
that waste, defined as the cost of
deliberate fraud, accounts for less
than 10% of health care costs.
Moreover, eliminating all waste
would result in one-time savings;
the primary drivers of cost esca-
lation — technological advances
and the aging of the population
— would proceed unchecked.

The facts that have recently
overtaken this ethical discussion
show that waste in U.S. health
care, defined more broadly as
spending on interventions that
do not benefit patients, actually
amounts to a much larger sum
— at least 30% of the budget —
and that this waste 1s a major
driver of cost increases.?

A case study for the shift in
ethical focus is the treatment of
advanced, metastatic breast can-
cer with high-dose chemotherapy
followed by autologous bone mar-
row transplantation. This treat-
ment was initially thought to of-
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Choosing Wisely | An Initiative of the ABIM Foundation
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American Academy of Allergy, Asthma & Immunology
American Academy of Family Physicians

American Academy of Hospice and Palliative Medicine
American Academy of Neurology

American Academy of Ophthalmology

American Academy of Otolaryngology — Head and Neck Surgery Foundation
American Academy of Pediatrics

American College of Cardiology

American College of Obstetricians and Gynecologists
American College of Physicians

American College of Radiology

American College of Rheumatology

American Gastroenterological Association

American Geriatrics Society

American Society for Clinical Pathology

American Society of Clinical Oncology

American Society of Echocardiography

American Society of Nephrology

American Society of Nuclear Cardiology

American Urological Association

Society for Vascular Medicine

Society of Cardiovascular Computed Tomography
Society of Hospital Medicine — Adult Hospital Medicine
Society of Hospital Medicine — Pediatric Hospital Medicine
Society of Nuclear Medicine and Molecular Imaging
The Society of Thoracic Surgeons




From: The “Top 5” Lists in Primary Care: Meeting the Responsibility of Professionalism

Arch Intern Med. 2011;171(15):1385-1390. doi:10.1001/archinternmed.2011.231

Top 5 List in Internal Medicine

1. Don't do imaging for low back pain within the first 6 weeks unless red flags™ are present
« Imaging of the lumbar spine before 6 weeks does notimprove outcomes but does increase costs
« Low back pain is the fifth most common reason for all physician visits

* Red flags include but are not limited to severe or progressive neurological deficits or when serious underlying conditions such as osteomyelitis are suspected
Sources: AHCPR and Cochrane

2. Don't obtain blood chemistry panels (eg, basic metabolic panel) or urinalyses for screening in asymptomatic, healthy adults
« Only lipid screening yielded significant numbers of positive results among asymptomatic patients
= Screen for type 2 diabetes mellitus in asymptomatic adults with hypertension

Source: USPSTF

3. Don't order annual ECGs or any other cardiac screening for asymptomatic, low-risk patients
« Little evidence that detection of coronary artery stenosis in asymptomatic patients at low risk for coronary heart disease improves health outcomes
« False-positive tests are likely to lead to harm through unnecessary invasive procedures, overtreatment, and misdiagnosis
« Potential harms of this routine annual screening exceed the potential benefit

Source: USPSTF

4. Use only generic statins when initiating lipid-lowering drug therapy
« All statins are effective in decreasing mortality, heart attacks, and strokes when does is titrated to effect appropriate LDL cholesterol reduction
« Switch to more expensive brand-name statins (atrovastatin [Lipitor] or rosuvastatin [Crestor]) only if generic statins cause clinical reactions or do not achieve LDL
cholesterol goals

Sources: CURVES™ and MERCURY™ trials and metanalyses

5. Don't use DEXA screening for osteoporosis in women under age 65 years or men under 70 years with no risk factors™
« Not cost-effective in younger, low-risk patients, but cost-effective in older patients

* Risk factors include but are not limited to fractures after age 50 years, prolonged exposure to corticosteroids, diet deficient in calcium or vitamin D, cigarette smoking,
alcoholism, thin and small build

Sources: NOF, USPSTF, AACE, ACPM

Copyright © 2012 American Medical

Date of download: 6/3/2013 Assaociation. All rights reserved.
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June 2005
CPMP/ICH/5721/03

ICH Topic QS E
Comparability of Biotechnological Biological Products

Step 5

NOTE FOR GUIDANCE ON BIOTECHNOLOGICAL/BIOLOGICAL PRODUCTS
SUBJECT TO CHANGES IN THEIR MANUFACTURING PROCESS

(CPMP/ICH/5721/03)
TRANSMISSION TO CHMP November 2003
TRANSMISSION TO INTERESTED PARTIES November 2003
DEADLINE FOR COMMENTS May 2004
FINAL APPROVAL BY CHMP December 2004
DATE FOR COMING INTO OPERATION June 2005

The goal of the compmbxhty exercise 1s to ensure the quality, safety and efficacy of drug
product produced by a changed manufacturing process, through collection and evaluation
of the relevant data to determine whether there might be any adverse impact on the drug
product due to the manufactunng process changes.

The demonstration of comparability does not necessanly mean that the quality attnbutes
of the pre-change and post-change product are 1dentical, but that they are highly simlar
and that the existing knowledge 15 sufficiently predictive to ensure that any differences m
quality attnbutes have no adverse impact upon safety or efficacy of the d.mg product.



EMA dossier requirements for biosimilars

Stepwise comparability approach Q 2 NC 2> C

CTD Module Originator Biosimilar

3 Quality

--——--.----——'

4 Non-Clinical < ;
Cross reference _ _—

__________ Similarity rather
< | than S/E per se

5 Clinical
- Cross reference — 4111

Cross reference -
class specific
Safety and Efficacy

Source: Dr Falk Ehmann (EMA)
Schneider CK et al., Nat Biotechnol 30, 2012



Sottogruppi e sostanze Spesa lorda %o A% DDD/1000 % A%
pro capite 11-10 ab die 11-10
Epoetina alfa (originator)? 2,5 38,9 -4.,8 1,2 42,8 2.0
Biosimilar dell'epoetina alfa? 0,2 2.6 320,7 0,1 4.7 3373
Altre epoetine? 3,8 58,5 -13,8 1,5 L2.6 -8,7
Totale Epoetine 6,5 100,0 -8,6 2,8 100,0 -0,5
Genotropin® 0,3 18,7 1,8 0,1 18,1 -4, 71
Biosimilari del genotropin®* 0,1 5,3 2477 <0,05 7.8 331,8
Somatropina 1,3 76,0 -11,8 0,2 74,1 -2,4
Totale Somatropina® 1,7 100,0 -5.8 0,3 100,0 3,4
Filgrastim (originator)® 0,4 20,3 -28,0 <0,05 14,0 -18,6
Biosimilari del filgrastim’ <0,05 2,1 480.8 <0,05 3.1 1398,9
Pegfilgrastim 1,0 48,0 0,3 0,1 68,1 8,7
Lenograstim 0,6 28,7 -14,9 <(,05 14,7 -13,8
Totale Fattori della
crescita (G-CSF) 2,0 100,0 -9.9 0,1 100,0 2,9



Biosimilari, erogazione attraverso le
strutture pubbliche e prescrizione
territoriale SSN nel 2011

Sottogruppi e sostanze Spesalordapro Costo medio DDD
capite

Epoetina alfa (originator) 55 5 7

Biosimilari dell'epoetina

alfa 0.2 3,6

Altre epoetine 3,8 7,0

Totale Epoetine 6,5

Fonte: Rapporto Osmed 2011



Epoetine (complesso), variabilita regionale delle

DDD per 100.000 abitanti die (2011)
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Biosimilare epoetina alfa:variabilita regionale
delle DDD per 100.000 abitanti die (2011)
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epoetina alfa

[ Totale Epoetine
M Biosimilare dell

_ _
0 0 0 0 0 nU O 0
o LN o LN o LN LN
3 2 2 1 1 !

Scostamenti. Biosimilare epoetina alfa: variabilita
regionale(%) delle DDD per 100.000 abitanti die
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Epoetine (biosimilare) distribuzione
regionale del costo medio DDD (2011)
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@ Regional variations feature across the Italian territory
o The highest uptake in Campania, whereas the rest of the Southern

ASSDEENERIC

regions lags behind in terms of adoption

Biosimilar regional penetration
MAT 12/2012

o

)
7

CAMPANIA

(Dcr 15/03/2012)
Biosimilar as a first
choice in new patients

(provided they exhibit N :

the same administrabion T :

mode and similar efficacy EH_H_“‘“--h-_____ “ 4
-‘-\_\_\_\_\_\-\_\-\- :

to existing biclogics)

National average
17.9%

Uptake > 22.1%
m Uptake 13.8% - 22.1% / -

Uptake < 13.8% |

P

/

LOMBARDIA (TAR)
(Dcr 06/07/2011)
Established “tender
bioequivalence’
between biosimilars and
onginators on new
patients

P

TOSCANA 4
(16/06/2011)

Tenders must be based
on active principles not
on commercial brands.
Therapeutic continuity
for patients already
under treatment




Prossime scadenze brevettuali mAb

SCADENZA
PRODOTTO BREVETTUALE
Rituximab 2013
Trastuzumab 2014
Infliximab 2014
Cetuximab 2014
Etanercept 2015
Adalimumab 2018
Bevacizumab 2019




| mAb biosimilari sono caratterizzati da una
maggiore complessita strutturale

’ simvastatina 0 ormone della crescita 0 infliximab
© % ‘ tacrolimus ‘ epoetina ‘ rituximab
Q O
g % < G-CSF @ trastuzumab
S
L

HO. o]
0 CH3
(E/ T
(o]
mADb biosimilari |

Piccole molecole Biosimilari non-mAb

Esempi di
strutture

Complessita di produzione
Complessita di caratterizzazione
Possibilita di microeterogeneita



La complessita clinica, pero, puo non correlare
con la sola struttura molecolare

adiuvante
ab

Estrapolazione dei dati da un’ indicazione ad un’ altra

Effetti collaterali non investigabili nei RCT

’ simvastatina

Qualita degli end-point valutati nel comparability exercise (es. hard, surrogati, simili tra riferimento e biosimilare...)
Limiti di equivalenza (cinetica o efficacia)



L’ esperienza clinica (studi PASS, PAES, sottomissione di PSUR,
uso in Europa, evidenze scientifiche di comportamenti
prescrittivi) o studi ad hoc modificano la complessita clinica

adiuvante
ab

"
..
.

Estrapolazione dei dati da un’ indicazione ad un’ altra

Effetti collaterali non investigabili nei RCT

’ simvastatina

Qualita degli end-point valutati nel comparability exercise (es. hard, surrogati, simili tra riferimento e biosimilare...)
Limiti di equivalenza (cinetica o efficacia)



TESTING TREATMENTS

BETTER RESEARCH FOR BETTER Hgm'gms
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Imogen Evans, Hazel Thornton & lain Chalmers
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