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Farmaci in sviluppo

Rank

10.

Product

Humira

Keytruda

Revlimid
Opdivo

Eliquis
Imbruvica

|brance

Dupixent

Eylea

Stelara

Generic Name

adalimumab

pembrolizumab

lenalidomide

nivelumab

apixaban

ibrutinib

palbociclib

dupilumab

aflibercept

ustekinumab

Company
AbbVie + Eisai

Merck & Co + Otsuka
Holdings

Celgene + BeiGene

Bristol-Myers Squibb +
Ono Pharmaceutical

Bristol-Myers Squibb

AbbVie +
Johnson & Johnson

Pfizer

Sanofi

Regeneron Pharmaceuticals
+ Bayer + Santen
Pharmaceutical

Johnson & Johnson

Pharmacological Class

Anti-tumour necrosis factor alpha
(TNFa) MAb

Anti-programmed cell death-1 (PD-1)
MAb

Immunomodulator

Anti-programmed cell death-1 (PD-1)
MAb

Factor Xa inhibitor

Bruton's tyrosine kinase (BTK) inhibitor
Cyclin-dependent kinase (CDK) 4 & 6
inhibitor

Anti-IL-4 & IL-13 MAb

Vascular endothelial growth factor

receptor (VEGFr) kinase inhibitor

Anti-IL-12 & IL-23 MAb

WW Product Sales ($m)

2017

18922

3823

8,191
5725

4872
3,196

3,126

247

6,282

4,011

2024

15,233

12,686

11,931
11,247

10,535
9,557

8,284

8,058

6,827

6,466

CAGR

-3%

+19%

+6%
+10%

+12%
+17%

+15%

+64%

+1%

+7%

Fonte: EvaluatePharma World Preview 2018 report, May 2018




Scala del tempo......
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Consumi GEN - DIC 2018

INCIDENZA 2% CONSUMO BIOSIMILARE

% INCIDENZA BIOSIMILARI SU TOTALE MOLECOLA

Gennaio-Dicembre 2018 SELL IN CU
mALLOTHER PROCUCTS u BCSIMILAR PROCUCTS

ENDXAPARIN... 87,34%

21,95%

ETANERCEPT 63,96%

FOLUTROPIN ALFA B85,86%

INFLIXIMARB

INSULIN GLARGINE 82,42%

45,16%

SOMATROPIN®... 78,30%

INSULIN USPRO 97,02%

98,07%

ADALIMUMAB 98,25%

% CONSUMI [espressi in CU)
Maolecole con biosimilarein commercie Gennaio-Dicembre 2018

m BIOSIMILAR PRODUCTS{Epoeating, Filgrastim,
Somatropina, Follitropina Alfa, Inflicimab; Insulin
Glargine,Etanercept, Rituximab, Enoxaparing,
Insuling Lispra, Trastuzumab.bdalimumab)

m ALL OTHER PRODUCTS (Epoetine, Filgrastim,
Somatropina, Follitropina Alffa, Infliximab; Insulin
Glargine, Etanercept, Rituwdmab, Enaxaparina,
Insulina ispro, Trastuzumab, Adalimumah)
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Biosimilars Have the Potential

to Lower Healthcare Costs

Range of Estimates on the Cost Savings That Could B \O
Realized by Healthcare Systems With The Availability o Q@milars

m Estimated Biosimilar Savings |

Savings of $25 billion durcgh\ﬁ)Q -2018 in US following
mpleme% of bill S. 1695

PCMA2 Medica r@act’ B: $14 billion over 10 years

CBO?

EGA3 €1.6 bnllu@a@ummg a 20% discount for just 6 biologic drugs

IG?;E:T“QQ.&S to €33.4 billion between 2007-2020 in 8 EU countries

CBO, Congr ID@QE‘I Office; EGA, European Generic Medicines Association; PCMA, Pharmaceutical Care Management Association.
1. Congress get Office. 5. 1695 - Biologics Price Competition and Innovation Act of 2007. June 25, 2008; 2. Engel and Navitt, LLP. Report to PCMA on
re Savings. January 2, 2007; 3. European Generic Medicines Association. The Future of Pharmaceuticals: Generic Medicines Enhancing

/(%tcalﬂompetltlon and Ensuring Healthcare Sustainability. Brussels, Belgium: EGA; 2007; 4. Haustein R, et al. GaBl J. 2012;1(3-4):120-126.



Review Article

_BreastCare

What Does the Pipeline Promise about
Upcoming Biosimilar Antibodies in

Oncology?

Antonia Busse Diana Luftner

Breast Care
DOI: 10.1159/000496834

Published online: February 13, 2019 @

The Ecstacy of Gold: Patent Expirations for Trastuzumab, Bevacizumab,
Rituximab, and Cetuximab

Tasha R. Serna-Gallegos', Christopher J. La-Fargue' and Krishnansu 8. Tewari®*

'Department of Obstetrics and Gynecology, University of California, Irvine-Medical Center, Qvange, CA, USA and
*Division of Gynecologic Oncology, Department of Obstetrics and Gynecology, University of California, Irvine-Medical
Center, Orange, CA, USA

In the base case scenario, introduction of biosimilars could

Europe uUs
Adcetris®/brentuximab — vedotin August 2023 2015-2031
Avastin®/bevacizumab January 2022 July 2019
Arzerra®/ofatumumab data not available December 2018
Campath®/alemtuzumab May 2021 July 2021
Cyramza®/ramucirumab May 2023 November 2025
Darzalex®/daratumumab May 2026 February 2025
Erbitux®/cetuximab June 2014 February 2016
Gazyvaro®, Gazyva®/obinutuzumab  November 2024 January 2035
Herceptin®/trastuzumab August 2015 June 2019
Kadcyla®/trastuzumab emtansine June 2020 September 2026
Keytruda®/pembrolizumab June 2028 November 2036
Mabthera®, Rituxan®/rituximab November 2013 September 2016
Opdivo®/nivolumab May 2026 June 2027
Perjeta®/pertuzumab May 2023 June 2024
Prolia®, éeva@.i'dennsumab June 2022 February 2025
Tacentri% /atezolizumab September 2027 May 2028
Vectibix*® /panitumumab 2018 April 2020
Yervoy®/ipilimumab 2021 2023

result in almost €2 billion of savings in 2021

EU Market — Biosimiars saving potential in EU Oncology (Euro milions)
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mbevacizumab Enluximab ™ trastuzumab

Aitken M, et al. ESMO 2017
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Open access

ESMDOpe

Cancer Horizons

‘.'} Check for updates |

Original research

» Knowledge and use of biosimilars in

oncology: a survey by the European
Society for Medical Oncology

Rosa Giuliani,’

Josep Tabernero,? Fatima Cardoso,? Keith Hanson McGregor,*

Malvika Vyas,® Elisabeth G E de Vries®

E{ate Ot: ‘knowiecige / un&erstan&ing Biosimiiars deveiopment process

and threshold of clinical evidence required for approval
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Prescribers’ responses rating the importance and sensitivity of different data types in

determining the suitability of a biosimilar for use
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W curope

B Asia-Pacific

25.0% {n=20)

Asia-Pacific 18.8% (n=15)

Importance Sensitivity
Type of data (weighted iv:rgqc) Al Europe Aiiffacmc Al Europe Ali.-P:clkj
F data 723 7.05 7.30 724 7.07 7.56 = 22.8% [n=58)
structural similarity X=]
In vitro and in vivo data demonstrating  7.76 7.74 7.66 7.58 7.46 7.82 %  FEurope 30.7% (n=78}
similarity in biological activity o=
PK and PD data demonstrating 7.94 7.85 8.10 7.83 7.75 8.10
similarity
Clinical study data demonstrating 8.65 8.56 8.72 8.61 8.57 875
similar efficacy 24.1% (n=94)
Clinical study data demonstrating 8.80 8.78 883 875 8.72 8.79 All 26.9% (n=105)
similar safety
Clinical study data demonstrating 8.24 8.24 8.10 8.30 8.23 8.41
similar immunogenicity
Clinical study data demonstrating 8.07 8.02 827 81 8.02 8.36
the ability to switch from reference 0.0% 10.0% 20.0% 30.0% A40.0%
to blosimilar and vice versa without Proportion of prescribers
impairing safety or efficacy

u No due to not being approved/reimbursed in my country H No o Yes

Giuliani R, at al ESMO Open 2019; 4:e000460

Figure 2 Level of routine use of biosimilars by prescribers in clinical practice to treat patients.
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iuliani R, et al. ESMO Open 2019; 4:e000460

Table 2 Prescribers’ responses rating their concern

of potential consequences when switching a patient’s
treatment from a reference biologic to a biosimilar or vice
versa

Potential

consequence

(weighted average)  All Europe Asia-Pacific
Potential loss of 329 323 3.30

clinical efficacy

Potential for adverse  3.35 3.32 3.35

events

Potential for increased 3.35 3.39 317

risk of immune
reactions

Weighted average of prescribers’ responses, by region, on a scale
of 1 (not at all) to 5 (very).
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Biosimilars: what the oncologist should knoww S

Marc Thill*', Micholas Thatcher?, WViadimir Hanes® & Gary H Lyman®
TReparmment of Gynecology and Gynecological Oncology, Agaplesion Markus Hospital, Frankfurt am Main, Germany
2 Department of Medical Oncology, The Christie Hospital, Manchester, LIK

FIMmgen, Inc, Thousand Oaks, CA 91320, USA

Larger biologicals

- More complex protein molecules
— Produced in living cells

- Have immunogenic potential

iy

mAbs
-168,000
.
: 2
g e o
: ot
| Large biologicals GOSF Pt
£ - Complex protein molecules 18,800 '
4 - Produced in living cells
- Have immunogenic potential
L
Enoxaparin
-3800
Small-molecule drugs Acetylsalicylic
~ Simple, well-characterized chemical structure acid
~ Produced by chemical synthesis <
~ Mostly non-immunogenic &r‘

Key Differences in Requirement and Study Design for

Biosimilar and Innovator Clinical Trials

Biosimilar

_Anhovator

Patient population

Sensitive and homogeneous
patient population

Any/Sensitive population

Clinical design

Comparative versus innovator
(equivalence studies)

Superiority vs standard
of care

Study endpoints

Sensitive

Clinically validated PD markers;
ORR, pCR

Clinical outcomes data (OS, PFS)
or accepted/established
surrogates

Safety

Similar safety profile to
innovator

Acceptable risk/benefit profile vs
standard of care

Immunogenicity

(tested.in most sensitive
population)

Similar immunogenicity profile
to innovator

Acceptable risk/benefit profile vs
standard of care

Extrapolation

Possible if justified

Not allowed

e ———

Jtions

-

Postapproval studies

Risk management plan
(EU only).
Pharmacovigllance
program/safety
monitoring

Risk management plan
(EU only).
Pharmacovigilance
program/safety
monitoring

Risk management plan
(EU only).
Pharmacovigilance
program/safety
monitoring
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Vezer B et al. Curr Med Res Opin 2016; 32, 829



Trastuzumab sottocute: 2012

« (EMA/CHMP/751770/2012/corrl)

Esercizio di comparabilita (analitica e clinica) richiesto per valutare efficacia e sicurezza
della formulazione sc (con maggior rischio immunogenicita) e contenente ialuronidasi
umana ricombinante (rHuPH20) per aumentare assorbimento dei farmaco.

» Efficacia, sicurezza e immunogenicita:

— Studio randomizzato in aperto in pazienti con carcinoma mammario NON metastatico. 235
trastuzumab IV vs 234 trastuzumab SC in PP population (primary analysis population).

— Enpoint principale: pCR, pathological complete response.

— Non Inferiorita dimostrata se il limite inferiore dell'intervallo di confidenza al 95% 2 code per la
differenza in pCR %(SC-1V) non oltrepassava —12-5%.

* Risultati

— Ladifferenza tra i due gruppi (SC-IV) = 4.7% (95% Cl —4-0 to 13-4); il valore inferiore dell’IC era
maggiore di -12.5%, il margine di non inferiorita pre-specificato.

— Analisi a 20 mesi ritenute soddisfacenti per I'immissione in commercio nonostante la richiesta di
dati aggiuntivi a supporto di efficacia e sicurezza a 60 mesi

* [Estrapolazione:

— indicazione nei pazienti con carcinoma mammario metastatico  linical stage il breast cancer (HannaH study): a phase 3,
open-label, multicentre, randomised trial

Subcutaneous versus intravenous administration of
{neojadjuvant trastuzumab in patients with HER2-positive,
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Chissa da dove vengono? India, Cambogia?
Chissa se dentro c’e la dose giusta e il farmaco giusto?
Ce li propinano per rispamiare !

Soldi soldi soldi!***

Thanks to Dr G. Rosti



Trials di fase Il sull’utilizzo del trastuzumab biosimilare

Resalts

Drug status

Agent Company Phase =n Indi- Endpoint Study Trial
cation design stams
CT-Ps Celltrion Healthcare pooled I/ 475 fistline ORR equivalence  completed
(Herzmma™)  (Incheon,ROKN Teva  [IB-IN mBC
Pharmaceuticals
(Petach Tikws, lsrael)
I 59 <3C PCR equivalence  completed
(NAT)
PF05280014  Plizer(New York NY, Il N7 mBC ORR equivalence  completed
(Trazimers®)  USA)Hospira (Lake
Forest, IL. USA)
I 228 BC PK non-inferiority completed
(NAT) endpoints
ABP980 Amgen (Thousaad m &7 3C CR equivalence  completed
(Kagjinti®) Osks,CA. USA) (NAT)
SB3 Samsung Bicepis m &35 eBC R equivalence  completed
(Ontruznt”,  (BiogenSamsung)
EU; Samfenet®, (Incheon, ROK)
ROX) Daewoosng
Pharmaceuticals (Seoul
ROK)/Merck (MSD)
(Kenilwarth, NJ, USA)
MYL-1410 Myha (Canonsburg, m 452 mBC ORR equivalence  completed
(Ogivri®) PA, USA)/Blocon
(Bangalore, India)
BCD-022 Biocad (Saint m 126 mBC ORR non-infesiority completed

(HERSCAD™)  Petersbury, Russia)

CT-P6 vs. trastuzumab RPa: ORR 57 v3.62%; mTTP 11.07 vs.12.52
months [14]

non-inferior pCR (ypt0/is ypNO); 46.8% (95% CI1404-53.2) vs, 504%
(95% CI144.1-36.7) (CT-P6 vs. trastuzumab RP); 95% CI of the estimated
treatment outcome difference (-0.04 {95% CI -0.12 to 0.05)) was within
the equivalence margin, RR 092 [15]

RR 0540 (95% CI 0.842~1.049) over trastuzumab; 95% CI within the
prespecified equivalence margin of 0.80-125; ORR 62 5% (95% CI 57.2-
67 6%) for PF-05280014 vs. 66.5% (93% CI 61 3-71 4%) for trastuzumab

PFS (median 12.16 months for PF-05280014 vs. 12.06 months for
trastuzumad; 1-year rate 54 vs, 51%) or OS {median: not reached in cither
group; 1-year rate 89,31 vs. 37 36%) [16]

PF-05280014 vs. trastuzumab RP: non-inferfor pCR 47 vs. 50%; lower
Limit of 95% CI (~8.02, 649%) for the stratified difference between groups
was shove the non-inferiority masgin (~12.5%) (NCT02187744) [17]
non-inferior pCR 48% (95% CI43-53) for ABP 940 41%, (93% CI 35-46)
for trastuzumab RP (RD 7.3, 909% C1 1.2-134; RR 1,188, 50% CI 1033~
1.366); central assessed pCR 48 v$.42% (RD 5.3,90% C1 ~05 to 120and
RR 1.142, 50% C10.993-1312) (18]

SB3 vs. trastuzumab RP: equivalent bpCR 51.7 and 42% with SB3 and
trastuzumab RP; adjusted ratio of bpCR: 1.259 (95% CI 1.085-1460),
within the equivalence margins; adjusted difference: 10.70%
(95% CI 4.13-17 26%), with the lower limit contained within and the
upper limit outside the equivalence margin;

tpCR: 45.8 and 358%

ORR 96.3% for SB3 vs. 91 2% for trastuzumab RP, adjusted mtio 1259
(95% CI 1.085-1460) [19);

EFS: comparable between groups, HR (SB3/trastuzumab RP) 0.94 (95%
C10.59-1.51); 12-month EFS 937% for SB3 vs. 934% for trastuzumab
RP; final analysis after 438 days: EFS rate for SB3 (92.2%) vs. trastuzumab
RP (915%) [20]

MYL-1410 vs. trastuzumab RP: non-inferfor ORR: 69.5 vs.64% (HR 1.09;
95% C1095-1.24); ORR difference (5.33; 95% CI -3.04 to 14.04) 48-week
PFS(44.3vs 44 7%, -04%: 95% CI-94 10 87%), OS (89.1 vs. 85.1%;
4.0%;:95%Cl 2.1 % 10.3%: p=0.13) [21]

BCD022 vs. tastuzumab RP: ORR 536 vy. 53.7%; progression rate not
different: 2145 vs. 204%)

marketed in South Korea folowing approval in
January 2014; submitted to FDA in July 2017
and rejected in April 2018; resubmitted © FDA
in May 2018

phase [ study completed; phase [1] study
ongoing, expected to be completed March
2018; positive phase I1I results reported in
November 2016 and September 2017;
submitted to EMA and FDA for approval in
September 2017; rejected by FDA in April
2018; approved by EMA in June 2018

approved by EMA in March 201&; submitted to
FDA for approval in July 2017; rejected by
FDA in June 2018

approved by EMA in November 2017,
approved by Korea's MFDS in November 2017;
submitted to FDA for approval in December
2017

received approval from FDA December 2017;
submitted 1 EMA for approval in November
2016; withdrawn from EMA August 2017;
resubmitted to EMA for approval in December
2017;

received approval from Russian regulatory
body January 2016

*Genentech, San Francisco, CA, USA.
RP, reference product; PK,

kinetics: RD, risk difference; RR, risk ratio; pCR, pathologic complete response: bpCR, breast pathologic complete response; tpCR, total pathologic com,

plete response; eBC, early breast cancer; mBC, met-

astatic breast cancer; EFS, event.free susvival HR, hazard ratio; Cl, confidence interval; ORR, overall response rate; OS, overall survival; mTTP = median timie to progression: ROK., Republic of Korea; EU, Europesn Unlon; FDA, Federal Drug
Administrstion; EMA, European Medicines Ageacy; MFDS, Ministry of Food and Drug Safety; NAT, neoadjuvant treatment; PFS, progression-free-survival,
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Efficacy and safety of ABP 980 compared with reference Effect of a Proposed Trastuzumab Biosimilar Compared
trastuzumab in women with HER2-positive early breast cancer Phase TTI, Randomized, Double-Blind Study Comparing the W!th Trastuzumab on Ov_e !‘all Responsc::' Rate in Patients
. . . Efficacy, Safety, and Immunogenicity of SB3 (Trastuzumab With ERBB2 (HER2)-Positive Metastatic Breast Cancer
(L"_AC StUd)'): d rand0m|5Ed, dDUb|E-b|Ind, phase 3 trlal Biosimilar) and Reference Trastuzumab in Patients Treated . _ .
With Neoadjuvant Therapy for Human Epidermal Growth A Randomized Clinical Trial
Gurter von Minckwitz, Mareo Colleons, Hans-Christian Kolbesg, Serafin Morales, Putricka Santi, Zorica Tormasewi, Nan Zhang, Viadirmic Hanes Factor Receptor 2—Positive Early Breast Cancer
Xavier Pivot, Igor Bondarenko, Zbigniew Nowecki, Mikhail Dvorkin, Ekaterina Trishkina, Jin-Hee Ahn, Yuriy Hope 5. Rugo, MD: Abhijit Barve, MD, PhD, MBA; Comnelius F. Waller, MD; Miguel Hernandez-Bronchud, MD, PhD; Jay Herson, PhD; Jinyu Yuan, PhD;
MEPOB0 (pe364)  Trashmumab n-130) :u::im Tabe 1. Patent Demagraphic and Baseine Cirical Charactristes According bbb o i et o B e I T I o ot PomAaGon
trastuzumat Proposed Trastuzumab + {comtinued)
S ) Characteristic SB3 In = 437) TRZ In - 438) P—— e+ A e+ Propesed Trastuzumat +
Age fyesr) So6e6on) 0[50 SBo(uo620) Median age, years (range] 51 (24.65) 50 (22.65) s SEne  Sagisy st (ao330) o = 33m
Fthnici Rac Median (range), y 55.0 (26-79) 54.0 (26-82 Presence of visceral metasiases,
:: 1 (o1%) 175 {12%) 158 {32%) “Whio 294 (67.3) 289 (66.0) e Bt worn MO
Black oe Afcan Amrican.~ 16.(3%) i) 21 Asan 134800 138819 iSO v DD 6 (e S TICE S e g;‘; b ::;-g
— L Double-blind RCTs comparing biosimilars to trastuzumab as neoadjuvant (and r-;%“"“““" e o oo
Gesgephceon adjuvant) therapy for HER2 + breast cancer = A i
T o ke et e e ™
Wastom Eumops: A3 (1) 24{13%) 22 (13w} :Lp: ER. ml::z:nr LVEF, left ventricular ejection fraction:
Other 50 {14%) B 7o) iarple;izesan;“nemnl‘rerscfpaﬂaﬂswihauﬂab{edatamm
Ecl:m mmmm&} 163 (B 14387 : . ¢t ° ne_ﬁm;emmmwdhﬁunefammma
X o e ot Presenter Neoadjuvant biosimilar Endpoints [ponm e e e
Toer st cycles (chemio)
By 22(78%) 7 (77%) 1B4(E%)
g B2 4 S Von 725 4 (paclitaxel)after ~ ABP 980 pCR
e — - g minckwitz 4xAC
™ #704%) 54 (28%) 024)
N— Esteva 549 8 (4Doc->4FEC) CT-P6 pCR
Positive for [, PR, orboth 265 [73%) 10 (4%} 118 [75%) 5
NegielerRandR 93179 506%) o) Pivot 875 8(4Doc->4FEC) SB3 pCR & EFS (12mos)
Vistoogalgace
i T 119 0 Lammers 226  6(Doc/carbo) = PF-05280014 pK (cycle 5 trought) & pCR
2 17 (45%) B4 B0 (47%)
3' " I:m :;{B:.:: i?‘:‘l’} A 65 (14.9) 62 (14.2) =15 ng/mlL 162 (70.4) 172 (75.4)
=3 150 (34.3) 146 (33.3) Missing & (3.5) 10 (4 4)
ml[r;}drwm b5 (b10-630) 65{60.0-580) &5 (60.0-68.0) 1A 85 (19.5) 99 (22.6) Time from initial dizgnsis
e 103 (23. 86 (19. No_ i
nc 33 gﬁ:” 45 ::02; <;’;} 146 (63.5) 153 (67.1)
Dt i macedian (R} or 1 (%), Percentage values might not total 100% betawse of wounding. BCOG=Exstem v 1(02) 0 =2y 75 (32.6) 71G1.1
Conperative Gncokagy Group. ER-cestiogen Foeptcs. FR-progesteanie rxeplor. ..::}ﬂ.fm..c - 9(3.9) 408
rﬁtmmdmw “le 58 (25.2) &1 (26.8)
2 87 (37.8) 6T (29.4)
] 44 (19.1) 57 (25.00

41 (17.8) 43 (18.9)
{continued)




Efficacy and safety of ABP 980 compared with reference
trastuzumab in women with HER2-positive early breast cancer
(LILAC study): a randomised, double-blind, phase 3 trial

Gounter von Mindowrte, Marco Colleoni, Hans-Cheistian Kolberg, Serafin Mowales, Potricia Santi, Zorca omasevic, Nan Zhang, Viadimea: Homes

Hevadjierant treatment Adjiesant ineatment
ABP 980 (n-364)  Trasturumab AEP9ED n-34%)  Trstuumab Saitchied from
{r=361) {n=171) adjnant trstimumah
o ABF 980 (R=171)
Teital numnber of doses ol investigational produc administered
Meaadjuvant
13 7 (%) 9(3%) o L] a
4 357 (58%) 352 (38w 0 o o
Adprvant

1-10 ] o A1) 12} 17 [10%)

-1 [ [3 08 (EHw) 150 (a3m) 154 (90%)
Weight based average dose {mgflg)* 65 B5-65) 65 (65-65) 6.3 {f-17-618) 62 (Ba5-617) 62 [6-15-6.18)
Wisghi-birsend cummulabr dose (rfkg | Fd(60-2e0)  H0(260-260) MOS0 408000 740 [Foo-B00)
Tkl curmulative dose (mag)*# 1B 1E30:0 51060 000 2080

(UG0S0 (G 3-0-2080-0) (43936590000 [4440-0-5920-0) {4514-00-6142-00)

Diataare rmiber (%) or median (K&). Percentage valises might not total 100% becaese of rounding. *For visks whem partial loading or seloading doses wene indicated on the
electannic case repart foimy, 4 me g wes g en, and forvisis wher maintenance doses wen indicated cin the fom, 3 mgin wes wsed. tCaloulabed with ese of the patients

wekghi at scroening.
Table 2: 1 igational product exp inthe safety analysis population
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JAMA | Original Investigation
Effect of a Proposed Trastuzumab Biosimilar Compared
With Trastuzumab on Overall Response Rate in Patients
With ERBB2 (HER2)-Positive Metastatic Breast Cancer

A Randomized Clinical Trial

Hope 5. Rugo, MD; Abhijit Barve, MD, PhD, MBA; Comnelius F. Waller, MD; Miguel Hernandez-Bronchud, MD, PhD; Jay Herson, PhD; Jinyu Yuan, PhD;
Rajiv Sharma, MBBS, MS; Mark Baczkowski, MS, RPh; Mudgal Kothekar, MD; Subramanian Loganathan, MD; Alexey Manikhas, MD; lgor Bondarenko, MD;
Guzel Mukhametshina, MD; Gia Nemsadze, MD, PhD; Joseph D. Parra, MD; Maria Luisa T. Abesamis-Tiambeng, MD; Kakhaber Baramidze, MD, PhD;
Charuwan Akewanlop, MD; lhor Vynnychenko, MD; Virote Sriuranpong, MD; Gopichand Mamillapalli, MS, MCh; Sirshendu Ray, MS;

Eduardo P. Yanez Ruiz, MD: Eduardo Pennella, MD, MBA; for the Heritage Study Investigators

Table 2. Primary Outcome: Ratlo and Difference of Overall Response Rate at Week 24 In the Intentlion-to-Treat Population

Propased
Bicsimilar + Taxane Trastuzumab + Taxane
Response? {n =230) {n = 228) Difference, % Ratz Ratio
Response type, Mo. (%)
Complete 1(1.3) 0
Partial 157 (68.3) 146 (64.0)
Stable disease 48 (20.9) 49 (21.5)
Progressive diseasa 0(20) 20 (88)
Mot evaluable 13 (5.7) 13(57)
(Overall responsa rate
Overall respanse, No. (%)® 160 (£9.6) 146 (64.0) 553f 1.09°
90% Cl, % B4.57 to 74.56 58 81 to 69.26 -1.70to 12.69 0974 to 1.211
95% Cl, % 63.62 to 75.51 57.81 to 70.26 -3.08 to 14.04 0,954 to 1.237

Table 3. secondary Outcomes: Time to Tumos Progression, Progression-Free survival, and Overall Survival at Week 48 in the intention-to-Treat Population

Trastuzumab +

oy Unstratified Stratified”

Biosimilar + Taxane Taxane
Outcome (n=230) {n = 228) Log-Hank PValue Hazard Ratio (95% CI)" PValue Hazard Ratio (95%C1)® P Value
Time to Tumor Progression®
Events, No. (%) 95 (41.3) 98 (43.0) 68 0.94 (0.71-1.25) = 0.92 (0.69-1.23) 5&
Censored events, No. (%7 125 (58.7) 130 (57.0)
Kaplan-Meiers estimate, 111 (B.83-11.200 11.1 (8.B8-11.20)
median (95% 1), mo
Progression-Free Survival®
Events, No, (%) 102 (44.3) 102 (44.7) B 0.97 (0.74-1.28) A5 0.95 (0.71-1.25) 69
Censored events, Mo (%)@ 128 (55.7) 126 (55.3)
Kaplan-Meier estimae, 111 (881-11.20) 111 (8.60-11.30)
median (95% 1), mo
Overall Survival'
Events, No, (%) 25 (10.9) 34 (14.9) 13 0,67 (0.40-1.13) A3 0,61 (0.36-1.04) o7
Censored events, No. (%7 205 (89.1) 194 (85.1)
Kaplan-Meier estimate, Mot estimable Mt estimable
median (95% (1), mo

A5tratified by assigred Goane, umon progression, and iemaon endocrine
status, The sample size for both the propesed biosimilar and trastuzumaby

Froups was 220,

B Thehazard ratio estimates were-obizined from the Cox proportional hazards model.
A harard ratio less than 1.0 indicates a lower average event rate and a longer
progression-free survival for the proposed biosimilar relative b rastunemab,

© Diefined as the time from randomization to the date of first documentation of
objective progression, divided by (365.25/12).

A Events not occuring before e data cutoll were censonad b the date of
cuitell o the date of the last tumos assessment.

* Defined as the time from randomization to first documentation of objective
progression or to death due to any cause, divided by (365.25/12).

" Desfined as the time from randomization to the date of death due to any cause,
divided by (365 25/17).



Bevacizumab biosimilar BEVZ92 versus reference
bevacizumab in combination with FOLFOX or FOLFIRI as
first-line treatment for metastatic colorectal cancer:

a multicentre, open-label, randomised controlled trial

>

Crosshark

Alvaro Romera, Sergiy Peredpaya, Yaroslav Shparyk, lgor Bondarenko, Giovanni Mendonga Bariani, Kathia Cristina Abdalla, Enrique Roca,
Fdbio Franke, Felipe Melo Cruz, Anita Ramesh, Vikas Ostwal, Pradeep Shah, Sajeed Abdul Rahuman, Alexandra Paravisini, Camino Huerga,
Ana Del Campo Garcla, Susana Milldn

All treated patients Assessable patlents A
15000 & BEVFOT
BEVZO2 (n-63)  Reforence BEVZOD (n-55)  Reference @ Beference hevacimmat,
=71} bevactzumab (n=61) 100000

Age, years _  rsooo|

Mean (SD;range)  56-3(129:29-B3) S67(116,33-78)  SPO(2B20-B3)  SPO(1240:33-78) E —

<65 49 (F1%) 51 (%) 39 (71%) 42(69%) = smoon R“"‘?"“‘*—-——i-__,__f

65 20 (29%) 20(28%) 16 (20%) 19(31%) 25000 —_——
SEN

Female 30 (43%) 32 (45%) 23(42%) 28 (46%) @ T J T T T T 1
Ml 39 (57%) 39 (55%) 32 (58%) 33(54%) B

Race 1000000

White 50 (72%) 55 (77%) 38 (69%) A7 (77%)

Aslan 14 (20%) 12 {17%) 12 (27%) 10(16%)

Black 1(3%) 3(4%) 2 (4%) 3(5%) E 100000

Other 314%) 10%) El ) 1(2%) 5= '\“‘\\

THM stage .
a 30 (43%) 12 (45%) 26 (47%) 29 (48%)

b 38 (55%) 38 (54%) 28 (51%) I (51%) 10000 T . . . . - .
Missing 1(1%) 1(1%) 13%) 1(7%) <

Months since diagnosis of metastatic colorectal cancer 200000

n 67 60 53 61 w5000 f iy

Mean (SD) 130(147) 13(175) 124(145) 132 (179 150000

Meddian (105} A5(16214) 43617 I6(16210)  43(16210) z = \‘\‘\‘\'
ECOG performance status = 000

] 7 (108) 18 (25%) G (11%) 17 (26%) —

i 57 (Ba%) 43 (61%) 45 (B2%) 35(57%) 25000

2 5(M%) 10 (14%) 4(7%) 9 (15%) ° . . . . i . .
Nurmber of target bestons o

1 9{13%) 11(15%) B(15%) 10(16%) 1000000 -

2 9 (42%) 31(44%) 5 (45%) 17 (44%)

] 31 (45%) 29 (41%) 22 (40%) 24.(40%)

Extent of disease z ‘ng\‘
Liver only 7 {10%) 5%} 7{13%) 4(7%) & 1000004

Other 62 (90%) 66 (33%) 48 (87%) 57(93%)

Prevlows treabment™

Surgery 55 (80%) 53(75%) 45 (82%) 46 (75%) 10000 : : . : : : .
Radiotherapy 14 (20%) 1521%) 12am%) 12 (20%) o £ a6 144 162 240 258 18
Chematherapy 4 (35%) 23 (33%) 20 (36%) 18 (30%) Tierae siruce irafirsion (h)
Data are n (%) unless othersise specified. THM=tumeus, node, i FCOG-E G ive Dncalogy Group. rﬁmmﬁ:qwmmﬁn;mmmmmmmu&m
*Ricosded ak sovening vist. and referende bevaclzumab groups

Table 1: Baseline characterstics in all treated patients and assessable patients

IO e

of n,

Progressiar-fres survival (%)

Eventz Treatment Median (95% OO
— 69 41 ERTR 108 (74-115)
Reference bevacinumab 111 [8.6-12.5)

— n 4

. oy

Musmher at rick
BEVZG? 69 7
Reference 71 65

bewacirumah

g

[

%
n

12 15 18 i 24
lime {months)

10 4 2 1 1

18 1 10 7 4

FAgure 3: Progression-free survival in the BEVZ92 and reference bevadzumab groups

BEVZOZ (n=71) Reference
besacizumab (ns71)

Complete response 1(1%) 3(4%)
Fartial response 34 (48%) 37 (52%)
Stalbke discase 27 (38%) 25(35%)
Progressive disease 4(6%) 2(3%)
Urievalualble G () 4 (6%}
Objective response” 35 (459% [37-61]) 40 (56% [44-68])
Clinical benefitt 62 (87% [77-04]) 65 (92% [83-97])

Dbt e o ) oo 500 | 55 0 [ W et covpioral] pessipomisess anmoors) adl

ot ¥ c |

are inchaded. *Patients with a complete or partial respoarse at any time during the
MMM&MWH&MWNMW&@
post-baseline umour o

et - sided 00% Cls were calodated with the Cloggper-Pearscn method.
ittt with a commplbete pqnnse.. prﬂ.ireqmsq. n'suﬁd.lm At any e
during the study (inchudi after end
af treatmnent].

Table 3: Response to treatment In the Intention-to-treat population

BEVZOZ (n=00)  Reference

bevacizumab

(m=71)
Any TEAE Irrespective of ausality 66 (96%) 71(100%)
Grade =3 TEAE 44(64%) 40 (69%)
TEAE leading to discontinuation. 13 (19%) 6 [B%)
Any treatment-related TEAE™ 63(01%) 70(99%)
Grade =3 treatment-related TEAES 37 (54%) 44(62%)
Any serious | TEAE 10 28%) H (30%)
Fatal TEAES & (12%) S(%)
Any bleeding event 14 20%) 19(27%)
Grade =3 blesding events 1(1%) 203%)

Data are n (%). TEAF-treatment emergent adverse cvent. *Related to any study
treatrent, inchuding fsoaracl, keucovonn, and oclipatin (FOLFOX) o

Theorouracl, lewoosrornin, and iri (FOLFIRT) reg | Ay

medical ocourmence that at any d olis in death,a life -t ‘m

haspitalisation or prolongatian of hospitalisati Jor N
e by hllHeu.w.qu‘llumudinlylmm

condition.

Table 4: Participants with at least one TEAE In the safety population
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Monoclonal Antibody Biosimilars in Oncology: L —
Critical Appraisal of Available Data on Switching htpedido oy 10.100TAT265-018. 0881y @ <o

SYSTEMATIC REVIEW

Paul Declerck, PharmD, PhD'; Georgios Bakalos, MD, PhD’; Elias Zintzaras, MSc, PhD**
Bettina Barton, MSc, PhD”’; and Thomas Schreitmiiller, MSc, PhD®

. Switching Reference Medicines to Biosimilars: A Systematic
Literature Review of Clinical Outcomes

| Hillel P. Cohen' - Andrew Blauvelt? - Robert M. Rifkin® - Silvio Danese® -
Sameer B. Gokhale® - Gillian Woollett®
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Biosimilarity and Interchangeability: Principles and Evidence:
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Ross A. McKinnon" - Matthew Cook”™ - Winston Liauow™" - Mona Marabani™ -
Ian C. Marschner™” - Nicolle H. Packer™ - Johannes B. Prins""
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Drug Discontinuation in Studies Including a Switch 2
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Georgios Bakalos, MD, PhD, MPH"**; and Elias Zintzaras, MSc, PhD*”’
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Table ll. Appraisal of study designs (based on available information in trial registries and published reports).

Switching Part of the Study

factor receptor 2—positive (HER2") early breast cancer (eBC). (B) Switching study with CT-P10 in
low tumor burden follicular lymphoma. Q3W = every 3 weeks.
)

. . - - . . Sensitive
Monoclonal Antibody Biosimilars in Oncology: — o S Conl Paerisn ot
. . - - . - Study |dentifier Indication Enrolled Randomized Blinded for Oncology /Patient  Arm(s) Group(s) Switch Main Qutcome Measures Follow-Up
Critical Appraisal of Available Data on Switchin
pp g ABP 980 eBC 725! s s s 1 BS RP 171 RP—BS EFS, OS, ADA, safety  ~40 weeks
NCT01201146
1 . 23 . . 3.4 CT-P10 LTB FL 174! x Information ' 1 BS Mot available RP-BS Information not available 52 weeks
Paul Declerck, PharmD, PhD '; Georgios Bakalos, MD, PhD*”; Elias Zintzaras, MSc, PhD™"; NCT02260804 not available (estimate: 87)
. 25 . . 6 CT-P10 RA 87 x x x 1 BS 20 RP—BS DAS28, EULAR, ADA, 56 weeks
Bettina Barton, MSc, PhD*”; and Thomas Schreitmiiller, MSc, PhD NCTD1873443 safety
CT-P10 RA 372+ s Information x 1 BS RP 109 RP—BS DAS28, ACR, B-cell 24 weeks
1 . * * * . NCT02149121 ilabl depletion, ADA, safel
Department of Pharmaceutical and Pharmacological Sciences, KU Leuven, University of Leuven, Leuven, GP2013 RA 107 v ot e . . - 53 R P ann saftey | 24 weel
s 2 i ; . . NCT02514772
Belgium; ~Global Product Develobment Medical Affairs, Hoffmann-La Roche Ltd, Basel, Switzerland; el A 153 v P . ; s s RPoBS  DASZE, CULAR, ACR, B 5272 weeks
NCT01643928 cell depletion, PK, ADA,
HAQ-DI score
BCD-020 RA 160* ' s x 1 BS RP Mot available BS—+RP—BS ACR, DAS28, safety, ADA 24 weeks
i 1 NCTD1759030 (estimate: 70)
Table II. Clinical studies in oncology and nononcology indications, including a switching component. SAIm101 RA 282 x Information x 1 BSRP Mot available RP—BS Safety 28 weeks
- - NCT02819726 not available (estimate: 71)
Biosimilar Product
Reference Product (Manufacturer) (Manufacturer) Stu A antidrug antibodies; BS = biosimilar or proposed biosimilar;
1 ropean League Against Rheumatism response criteria; HAQ-DI
Oncology indications ‘ _g o < L ABP 980 ABP 980 ymphoma; OS = overall survival; PK = pharmacokinetics;
Trastuzumab (Hemeptin®, ABP 980 (Amgen)  AB = %"g E bt (switch group: n = 47)
Roche/ Generiec) £ = § are biosimilarityl,l -
Rituximab (MabThera®, Roche; CT-P10 (Trwima™, CT: g .é;g 5 g Herceptin J
Rituxan®, Genentech,Biogen Id i ! S - H
» Genentex /Biogen |dec) Celltrion) Herceptin I—‘ 2
Nononcology indications € |
Rituximab (MabThera®, Roche; CT-P10 (Trwima™, CT: e i v s [t ABE 950
A ® H . have completed all 4 opcles of nun in chemotherapy Neoadjuvant phase
Rituxan™, Genentech/Biogen Idec) Celltrion) . ! Q3W for 4 cycles (+paciicaxel) x . F A
CT-P10 V(Truxlma » CF Adjuvant phase, Q3W for up to 1 year I
Celltrion) ! Single switch: "One-sided transition”
GP2013 ASt d R:cnldshldznnhed
through abstract
Rixathon M ! B r archives iF cm:gresses
( » CFP10 tn=21)
Sandoz) | | | Dupllca[res r:’m oved
PF-05280586 REl = { K ‘ -l h H H H H I """"""""""" ” =
5
(Pfizer) t ﬁ - 8 |7 Recordsscreened || Records excluded
. 5 Rit - -
BCD-020 (Biocad) BC 5 i , ‘ in=21) 22 =120y
! & l I‘ “ l‘ I | I' ‘ ‘ ‘i l! Il I I |‘ Ii I || l I Full-text articles
SAITI01 (Archigen R®@ = 2T L T A VS TS ES TETSTSTS TS OIS 0909090909090 900 0 0 O yooepeeeee- > excluded
. Previcush d pati -6
Biotech) ! with low tumor burden (LTB) ; Y b : ! 078
CD20+ follicular lymphoma (FL) "‘d‘:"o'; phase M"'"!fz""“‘isp.‘asc
| 2 2 yeres Single switch: i Al
b
LTB = low tumor burden. "Onesided transition™ i rep:r::;l;n
“From entry at clinicaltrials.gov; completion date refers to last follow-up da it switching data
. Figure 2. Switching study designs in oncology. (A) Switching study with ABP 980 in human epidermal growth (n=4)

L]

(n=8)

Total number of identified individual
studies containing a switching elemeant

Fieure 1.

Flow chart of studv identification process.
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Efficacy and safety of ABP 980 compared with reference -
trastuzumab in women with HER2-positive early breast cancer
(LILAC study): a randomised, double-blind, phase 3 trial

Gunter von Minckwitz, Morco Collesni, Hans-Chyistian Kolberg, Serafin Morales, Patricia Santi, Zorica Tormasevic, Narn Zhang, Viedimir Hones

JAMA | Original Investigation
g}fgse III,SP;andom(iiz;:d, Double-Blind Sftténéy C;;mparing tge Effect of a Proposed Trastuzumab Biosimilar Compared
) A A 3 tuz . . .
cacy. Safety. anc_Immunogenicity o (Trastuzumab vtk Trastuzumab on Overall Response Rate in Patients

Biosimilar) and Reference Trastuzumab in Patients Treated
With Neoadjuvant Therapy for Human Epidermal Growth Wijth ERBB2 (HER2)-Positive Metastatic Breast Cancer

Factor Receptor 2—Positive Early Breast Cancer . - .
Xavier Pivot, Tgor Bomdarenko, Zbigmiew Nowecks, Mikitail Dvorkin, Faterima Trshking, in-riee atm, variy A RANAOMIized Clinical Trial

FE A LT wwm Vinnyk, Scock-Ah Im, Tomasz Sarosick, Sanjoy Chatterjce, Marck 7. Wojtukicwiczs, Viadimir Moiseyenko,
—_— —_— Yaroslav Shparyk, Maximino Bello III, Viadirnir Semiglazov, Sujeong Song, and Jaeyun Lim Hope S. Rugo, MD; Abhijit Barve, MD, PhD, MBA; Comelius F. Waller, MD; Miguel Hemandez-Bronchud, MD, PhD; Jay Herson, PhD; Jinyu Yuan, PhD;
- - - Rajiv Sharma, MBBS, MS; Mark Baczkowski, MS, RPh; Mudgal Kothekar, MD; Subramanian Loganathan, MD; Alexey Manikhas, MD; lgor Bondarenko, MD;
Heutropenia 2{6%) 2(1%) 1) 0 (6%) o L sG% 1% o Mean *+ SD LVEF change during overa" Study | MD; Gia MD, PhD; Joseph D. Parra, MD; Maria Luisa T. Abesamis-Tiambeng, MD; Kakhaber Baramidze, MD, PhD;
Asthralgia 20(6%) o o 0 (5%) o o (5%} o o Charuwan Akewanlop, MD; lhor Vynnychenko, MD; Virote Sriuranpong. MD; Gopichand Mamillapalli, MS, MCh: Sirshendu Ray, MS:
Astheniia 17 5%) 1{<a1%) L] 7 (%) o o wiEw o o Eduardo P. Yanez Ruiz. MD: Eduardo Pennella, MD, MBA: for the Heritage Study Investigators
Anacmia 17 (5%) o [ 7(4%) o [ wEE 0 o
Newropathy peripheral 8 (2%) [ o 3% o o (1%} 1] [ n
®- SB
o ard 70 ) TR
version 19.0 codes. inacateoan w P s T Participants, No. (%)
Table 4+ Ao " PR Bt dati 3 66 P[vpm
= \' Biosimilar + Taxane Trastuzumab + Taxane Dverall
«“ & '\‘ Event {n = 247) {n = 246) {n = 493)
ABP 980 (n-364) Trastuzumab =361} 4 o >t Treatment-Emergent Adverse Events”
Gde1?  Grade3 Ceade 4 Grade 5 Grade1?  Gaded Geade 4 Grade E | =1 Treatment-emergent adverse event 239 (96.8) 133947 472 (95.7)
fsion reactions AW 7w o o Gl 7% o o 3 % : (CTCAE preferred term
Neutropenia 48 (13%) 16 (4%) 5(1%) [ 36 [10%) 15 (4%) &%) [ 58 - -
Infectioms and infestations. 44(12%) 4 {1%) 201%) 1w @ass)  1aw 1w o Ay 142 (37.5) 135 (54.9) 1 (563
Hypersonsitivity 27 (6%) 2(1%) o [ 17 (5%) 2{1%) o [ 6 Neutropenia 142 (57.5) 131 (533) 273 (554)
Canfiac faihre (%) o o o 1w o o o Baseline Cycle5 Pre-surgery Cycle 14 End of Study Peripheral neurapathy 57(23.1) 61 (24.8) 56 (23.9)
Pulmonary toicity 1 =i} @ @ @ 1 =it} o @ o Diarrhea 51(20.6) 51200 102 20.7)
chind gl Table 4. Safety Profile According to Treatment Arm (safety set) . S ] e
- - _ Leukopenia 42 (17.00 51 (20.7) 93 (18.9)
. No. of Patients (%) Nausea 49 (19.8) 34 (13.8) 83 (16.8)
- ; — SB3 TRZ Anemia 40 (16.2) 40 (16.3) BO(16.2)
AR == e Adverse Event n = 437 n = 438) Peripheral edema 35(14.2) 28 (114) 63 (12.8)
Gade1? Goded  Gaded  GadeS  Gradel? Gaded  Grded  Gade§5  Gadel?  Gaded  Graded  Gades - - = B L5 B A
Infsionreactions. 26(8%) 2% 0 o uEw o a v 20w 1) o Patients wath = 1 TEAE 422 (96.6) 417 (95.2) |g|.l.e ‘ - g
Meuttropenia (w2 1%) 1{am o WEE) (%) a o 12 (7%) 1(1%) o o Frequently reported TEAEs Pyrania 21 (8.5) 30 (12.2) 51(10.3)
z;ﬁ:--ﬂ (%) A% o ° Wi w0 o npw 10w o 1(1%) (= 10%: in both groups) Myalgia 23(9.3) 23(9.3) 46 (9.3)
ypersersitiity ngy o ° o 706% o o B Bis%) B o o MNeutropenia 293 167.00 273 163.7) Vomiting 26 (10.5) 197N 45 (9.1)
Cardiac faure M o ° ° 0% o ° o o 1(1%) o 0 Alopecia 293 (67.0) 277 163.2) Decreased appetite 21(8.5) 24.(9.8) 45(9.1)
Puknory sty 4(1%)  © o [ 1w 1w [ o o 1(1%) [3 0 Nausea 136 (31.1) 133 (30.4) Rash 21 (8.5) 23 (9.3 44 (6.9)
- 100 vt Leukopenia 122 (27.9) 107 {24.4) Arthralgia 0(12.1) 11 (4.5) 41 (83)
e Diarhea 88 (20.7) 66 (15.1) Alanine aminotransferase increased 18 (7.3) 21 (B.5) 30 7.9)
ALT increased 81(18.5) 76 (17.4) Urinary tract infection 21(85) 16 (6.5) 75
?ntz_emla g :Si: gg ﬁgg Nail disorder 17 (6.9) 20 (8.1) 775
ARF Trastuzmaby atigue : . ; ;
980 fn=164) {m=1E1) Myalgia 63 (14.4) 64 (146 Aepartae ot e e 13 (5.3) 22 (8.9) ELYT R
Grade -2 Grade3 Gradde 4 Grade 1-2 Grade 3 Crade 4 AST increased 61 (14.0) 56 (12.8) Hyprrglycemia 13(5.3) 17 (6.9) 30 (6.1)
- Stomatitis 60 (13.7) 49(11.2) m
Arthimbgia 631 (17%) 1{c1%) o o5 f15%) o o Vomit : Bone pain 17 (6.9) 13 (5.3) 30 (6.1)

; omiting 59 (13.5) 43(11.2) Headahe 15 (6.1} 15 (6.1) 30 (6.1)
Asthunia 53 (15%) 1{as) 0 59 {16%) 0 o Neutrophil count decreased 55 (12.6) 56 (12.8) Cough 14 (5.7) 16 (6.5) 30 (6.1)
Newropathy peripheral 48{13% 3%} 0 whow) W 0 . EiSEmz’}'a A sTana 4810 Dyspoea 13(53) 16 (6.5) 2 (59)

. s of special interes
Anacmia 3B [10%) 2 (1%) o 35 {10%) 3 (1%} o Infusionrelated reaction 36 1.2} a0 Infusion-related rmc:mn 17 (6.9) 11 (4.5) 285N
Metstropenia Fhos  12(3%) A1) 25 {r) 14 {4%) b (%) Asymptomatic LVSD 409 I smwm T::,[mu o4 (38 29 (36 83 (37

Congestive heart failure 2 {0.5) 010.0) 21 Serfous adverse event Gl (362) 183 G7.1)

Tha talblie shocws ke 12 esaints thiat cuccirmedl 10 =100 oF patients i aimy geoap and gedi 3 and 4 adverse seents that Patients with = 1 serious TEAE 46 (10.5) A7 (10.7) CTCAE preferred term
et in =T Rof patients inany geoup; none of the cvenls were geade 5 A complete 150 of adwere events B sailabie in Death® 1(0.2) 3(0.7) Neutropenia 68 (27.5) 62 (25.2) 130 (26.4)
the appendbe pp 1-7). Adverse events were chssified with Medical Dictionany for Regulatesy Actrstties werdon 19.0 codes. Mewtropenia with fever 11(4.5) 10 (4.1) 21(43)
‘Ol treatment-emesgent advere seents am semmarsed. Patients are inchoded by once, ewen if they had mltple WFT?SLLVSDI |€:ﬁ Vﬂﬂﬂ'ﬂ-lllazhﬁ“n‘ﬁtdﬁ MF_F%W ISB3' “me'-'mah :J)'D | eukopenia 4(16) 12 (4.9) 16 (3.2)
events ina @begorny. Sirmilkar; , Ireatment-emergent adverss evenl; . relerence rasiusauman, .

*See main text for details. L=D Ak 0] 105
Tadde 3: Adbwerse events during neoadjuvant treatment in the safety analysis population




Bevacizumab biosimilar BEVZ92 versus reference >4
bevacizumab in combination with FOLFOX or FOLFIRI as
first-line treatment for metastatic colorectal cancer:

a multicentre, open-label, randomised controlled trial

Alvaro Romera, Sergiy Peredpaya, Yaroslav Shparyk, Igor Bondarenko, Giovanni Mendonga Bariani, Kathia Cristina Abdalla, Enrique Roca,

Fdbio Franke, Felipe Melo Cruz, Anita Ramesh, Vikas Ostwal, Pradeep Shah, Sajeed Abdul Rahuman, Alexandra Paravisini, Camino Huerga,
Ana Del Campo Garcla, Susana Milldn

BEVZU2 (n=60) Reference bevactzumab (n=71)

Grade 1-2 Grade 3-4 Grade 1-2 Grade 34
Dlarrhoea 75 (36%) 6 (9%) 37 (45%) 6 (8%)
Maursea 17 (39%) 2(3%) 29 (41%) 2(3%)
Mearropednia 9 (13%) 14 (i) 7 (10%) 19 (27%)
Vomiting 20 (F0%) - 20 (28%) 2(3%)
Anaemia 16 (73%) (3% 1 (30%) B(4%)
Asthenla 17 (25%) 1(1%) 18 {25%) 1(1%)
Hyperiension 7 (10%:) 7 (10%:) 13 (18%) G (B%)
Fatigue 14 (20%) 1(1%) 14 (20%) 4 (0%)
Decreased appetite 15 (2F%) = 17 [24%) "
Leucopenia 7 (10} 7 (10%) 13 (18%) J{am)
Peripheral nevropathy 19 (28%) 5 (%) 21 (31%) 7 (10%)
Thrombocytopenia 6 (9%) 3 (4%) 12(17%) 1{1%)
Faraesthesta 5 (7%) 5 (7%) 6 (E%) I(3%)
Eplstaxls 7 (10%) - 10(14%) -
Dysgewsla 4 (6%) - 11(15%)
Stomatitis 5(7%) 3 (4%) b (B%) I(3%)
Abdominal pain 5 (7%) = 13 (18%) 1{1%)
Skin hyperpigmentation 7 (10%) - 7{10%) -
welght loss 6 (9%) - 7 (20%) -
Increased aspartate aminoiransferase 3 (4%) - Q{13%)
Protelnuria 6 (9%) 1(1%) 5(7%) =
Palmar-plantar erythrodyssesthesdta 3 (4%) 1(1%) B (B 7 {3%)
Oral candidiasis - 1(1%) - 2(3%)
Urinary tract Infection - 1(1%) 2(3%)
Hypotension - 1(1%) 2(1%)
g hypersensitivity 1(1%) 2(3%)
SRl - " 2(1%)

Data are n {%). The table shows all grade 1 7 adverse ovents that consmed in 10% or moe of patierts and all

gyrache 34 events that cooured in 3% on more of patients.

Table 5 Common treatment-related treatment-emengent adwerse events




CONCLUSIONI

v Favorire la presa di coscienza in tema di sostenibilita

v Implementare la formazione dei clinici in tema di farmaci biosimilari (aspetti

metodologici)
v Incentivare l'utilizzo dei farmaci biosimilari
v Implementare i Registri di Monitoraggio

v Studi di Real-Life
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