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YyeTilopeveg pe ™ Oepoaneia

1
EXTENDED REPOF ; ; )
Efficacy and safety of switching from reference | (lVSTL'lBl)lﬂ]T &€C EVEPYELEQ
OPENACCESS infliximab to CT-P13 compared with maintenance |
Maintenance Switch

P13 i [ dylitis: 102-week data | , i
?rgriTtElaP&:lgﬁﬁgsézgexﬁ;\ )s/tluldy | group* groupt  Total XyeTilopeveg pe 1 Ogpaneio

TEAE (n=90) (n=84) (N=174) 4 14
Won Park,' Dae Hyun Yoo, Pedro Miranda,” Marek Brzosko,* Piotr Wiland,” : : 818‘](01) 8V6l(l([)8p0\’1'0g
Sergio Gutierrez-Urefia,® Helena1é\Aikazane,’ Yeon-Ah Lee,® Svitlana Smiygn,g ‘1 Main study period i i
Z Sy s . ¥ 1 : 2
M‘fjl?ﬂn{ MV llz;d\'/rfjlnrl.'fandﬂlf% <..€f£‘85v‘-}£ug r.wef?f Z:,'a..nngung . ; Abnormal liver function test 9 (10.0) 8 (9.5) 17 (9.8) 0“’87“9‘)”']78@ 8V8p YSISQ
| Upper respiratory tract infection 8 (8.9) 6 (7.1) 14 (8.0)
4 Infusion-related reaction 444 783 11 (6.3 Maintenance group* Switch groupt
Avocoyovikétnra , (4.4 €3 el [— gy e ST e TP
, , , Latent tuberculosis 6 (6.7) 3 (3.6) 9(5.2)
AVTIGONOTO KOTO TOV QUPUIKOD KOl Urinary tract infection 4 (4.4) 2(2.4) 6 (3.4) Mainistichjperiod
. Infusion-related reactions 4 (4.4) 7(8.3)
L Neutropenia 3(3.3) 2(2.4) 5 (2.9)
SQOUSSTSP(DT‘KG Rash P 222) 3 (3.6) 5 (2.9) Tuberculosis 0 0
. . . Latent tuberculosis 6(6.7) 3(3.6)
Patients positive for ADAs and Headache 3(3.3) 1(1.2) 4 (2.3) S
NAbs, n (%) S Serious infection 0 1(1.2)
' Elevated serum creatine kinase 2(2.2) 2(2.4) 4(2.3) .
Maintenance Switch groupt Sinusitis 22.2) 10.2) 3(1.7) Preumonia 1L 0
Time point group* (n=90) (n=84) p Value o ' ' ' Drug-induced liver injury 0 0
- " Dizziness 1.1 1(1.2) 2(1.1) Vascular disorders 3(3.3) 1(1.2)
Main study period Herpes virus infection 1(1.1) 1(1.2) 2 (1.1) Malignancies 0 0
Week 14 ADAs 7(1.8) 8 (9.5) 0.79 Hypertension 1(1.1) 1(1.2) 2(1.1) " Extension study period |
NAbs 6(85.7) 8 (100.0) Weight increased 10.) 1(1.2) 2(1.1) Infusion-related reactions 7(7.8) 6 (7.1)
Week 30 ADAs 18 (20.0) 17 (20.2) 1.00 Leucopenia 0 2 (2.4) 2(1.1) Tuberculosis 10.1) 101.2)
NAbs 17 (94.4) 16 (94.1) Extension Study period Latent tuberculosis 5 (5.6) 7(8.3)
Week 54 ADAs 20 222) 22 (26.2) 0.60 Infusion-related reactions 7 (7.8 6 (7.1) 13 (7.5) Serious infection 2(2.2) 1(1.2)
- NAbs - 20 (100.0) 22 (100.0 Abnormal liver function test 4 (4.4) 4 (4.8) 8 (4.6) P"E”'T“m'a - 0 0
Extension study period Latent tuberculosis 2022) 4(48) 6 (3.4) Drug-lnducled liver injury 0 0
Week 78 ADAs 21 (23.3) 25 (29.8) 0.39 Upper respiratory tract infection 3(3.3) 2 2.4) 5 (2.9) \r::s,;ular d?sorders ? S?; é (2.4)
NAbs 21 (100.0) 25 (100.0) Elevated serum creatine kinase 2(2.2) 1(1.2) 3(1.7) alignancies )
Week 102 AIZAS 21 233) 23074 060 Lower respiratory tract infection 2 (2.2) 1(1.2) 3(1.7)
e : NADs e 21 (100.0) 23 (100.0) Back pain 0 3 (3.6) 3(1.7)
persistency (N, %) Cough 10.1) 1(1.2) 2(1.1)
Sustained ADAs 24128 (85.7) 24/27 (88.9) 1.00 .
Hypophosphataemia 1(1.1) 1(1.2) 2(1.1)
Transient ADAs 4/28 (14.3) 3127 (11.1) 1.00 .
I—————————————————————-————_—— Tuberculosis 1(1.1) 1(1.2) 2(1.1)
Weight decreased 1(1.1) 1(1.2) 2(1.1)

Park W. Ann Rheum Dis 2017;76:346—354
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Efficacy and safety of CT-P13 (biosimilar infliximab)

in patients with rheumatoid arthritis: comparison
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Efficacy and safety of CT-P13 (biosimilar inﬂi)_(imab)
OPENACGESS iy patients with rheumatoid arthritis: comparison
between switching from reference infliximab to
CT-P13 and continuing CT-P13 in the PLANETRA
extension study

: ) 4
Dae Hyun Yoo,' Nenad Prodanovic,? Janusz Jawor;kuj Pedro erandaa,

Edgar Ramiterre,® Allan Lanzon,® Asta Baranauskaite, Piotr V\1I|‘Iand, .
Carlos Abud-Mendoza,® Boycho Oparanov,'° Svitlana Smiyan, " HoUng Kim,

AV0OGOYOVIKOTNTO,
AVTIGONOTO KOTO TOV QUPUIKOD KOl
e€oVoETEPOTIKG,
Patients positive for ADAs and NAbs
(n, %)
Maintenance group* Switch groupt
Time point (n=159) (n=143) p Value
Main study period
Week 14 ADAs 33 (20.8) 30 (21.0) 1.00
NAbs 33 (100.0) 29 (96.7)
Week 30 ADAs 73 (45.9) 63 (44.1) 0.82
NAbs 72 (98.6) 63 (100.0)
Week 54 ADAs 78 (49.1) 69 (48.3) 0.91
NAbs 78 (100.0) 65 (94.2)
Extension study period
Week 78 ADAs 71 (44.7) 66 (46.2) 0.82
NAbs 71 (100.0) 64 (97.0)
Week 102 ADAs 64 (40.3) 64 (44.8) 0.48
NAbs 64 (100.0) 64 (100.0)
ADA persistency (n/N#, %)
Sustained ADAs 73/91 (80.2) 74/92 (80.4) 1.00
Transient ADAs 18/91 (19.8) 18/92 (19.6) 1.00

Yoo DH. Ann Rheum Dis 2017;76:355-363

Yy eTILONEVES UE TO PAPNAKO

aveEmOVUNTES EVEPYELES

Maintenance Switch

group* groupt Total
TEAE, n (%) (n=159) (n=143) (n=302)
Main study period
Infusion-related reaction 8 (5.0) 13 (9.1) 21 (7.0)
Abnormal liver function test 11 (6.9) 6 (4.2) 17 (5.6)
Upper respiratory tract 11 (6.9) 6 (4.2) 17 (5.6)
infection
Latent TB 8 (5.0) 5 (3.5) 13 (4.3)
Urinary tract infection 6 (3.8) 6 (4.2) 12 (4.0)
Flare in RA activity 6 (3.8) 1(0.7) 7 (2.3)
Lower respiratory tract 2(1.3) 4 (2.8) 6 (2.0)
infection
Anaemia 1 (0.6) 3(2.1) 4(1.3)
Headache 2 (1.3) 1(0.7) 3(1.0)
Herpes virus infection 2 (1.3) 1(0.7) 3(1.0)
Vaginitis 3(1.9) 0 3 (1.0)
Contusion 2 (1.3) 0 2 (0.7)
Diarrhoea 2(1.3) 0 2 (0.7)
Psoriasis 2(1.3) 0 2 (0.7)
Fever 0 2 (1.4) 2 (0.7)
Rash 0 2(1.4) 2 (0.7)
Rhinitis 0 2(1.4) 2(0.7)
Uterine haemorrhage 0 2 (1.4) 2(0.7)]
Extension study period
Infusion-related reaction 11 (6.9) 4 (2.8) 15 (5.0)
Latent TB 9 (5.7) 4 (2.8) 13 (4.3)
Upper respiratory tract 6 (3.8) 3(2.1) 9 (3.0)
infection
Lower respiratory tract 4 (2.5) 4 (2.8) 8 (2.6)
infection
Abnormal liver function test 1 (0.6) 4 (2.8) 5(1.7)
Urinary tract infection 2(1.3) 2 (1.4) 4(1.3)
Bursitis 2(1.3) 0 2 (0.7)
Urticaria 0 2 (1.4) 2 (0.7)

2 eTILONEVES UE TO PAPUOUKO  ELOLKOV
EVOLUPEPOVTOS avemOOUNTES

EVEPYELES
Maintenance group* Switch groupt

TEAE, n (%) (n=159) (n=143)
Main study period

Infusion-related reactions 8 (5.0 13 (9.1)
B 0 0
Latent TB# 12 (7.6) 6(4.2)
Serious infection§ 2(1.3) 1(0.7)
Pneumonia§ 1 (0.6) 1(0.7)
Drug-induced liver injury 0 0
Vascular disorders 12 (7.2) 7(4.9)
Malignancies 0 0

W

Infusion-related reactions 11 (6.9) 4 (2.8)
TB 0 0
Latent TB+ 11 (6.9) 7 (4.9)
Serious infection 4 (2.5) 3(2.1)
Pneumonia 1 (0.6) 0
Drug-induced liver injury 0 0
Vascular disorders 4 (2.5) 3(2.1)
Malignancies 2(1.3) 3(2.1)
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switching from originator infliximab to biosimilar CT-P13 @"'\@ Ac0gveic Tov smdEVOONKaY %

-ompared with maintained treatment with originator 100
nfliximah (NOR-SWITCH): a 52-week, randomised, %
Jouble-blind, non-inferiority trial N
ristin K Jorgensen”, Inge C Olsen", Guro L Goll", Merete Lorentzen”, Nils Bolstad, Espen A Haavardshalm, Knut EA Lundin, Cato Merkf,
raen lahnsent. Tore K Kvient, on behalf of the NOR-SWITCH studv aroup 40 26 30
20
Merétn 52 efdopddmv toyoromomuévn, un katwtepodTnTog edong 1V 0
521 £Bd Alhayi B INFX avagopdc B INFX Broopogrdéc
AcOgveig pe INFX
by : Emdeivoon [Mapaxorovdnon
Sl 2050207 = avVopopas VOGOL gwg 78" efd
PA, YA, Yo E 241
cg INFX avagopag g Infliximab  CT-P13 Risk difference
g, INFX dyyb Emdeivaon apoakorovdnon originator  n=206 (95%Cl)
= VOGOV £ 78" eBS n-202
Diagnosis ;
Crohn’s disease 14(212%) 23 (36:5%) —e»— - -14-3% (-29-3t0 07)
Ulcerative colitis 3(9-1%) 5 (11-9%) — -2-6% (-15-2 t0 10-0)
e , , , , * 7 , Spondyloarthritis 17 (39-:5%) 14 (333%) ——-— 6-3% (-14-5t0 27-2)
Kvprog teMkig 6t0y05: Emdcivioon vocov™ €mg Tic 52 gdouddec Rheumatoid arthritis 11(367%) 9 (30.0%) S S D 45% (20310 293)
*Me Baon v emdeivoon SEIKT®V TG VOGOL 1)/Kol GOUP®VIN LETAED TOV EPELVNTAOV KOl Psoriaticarthritis  7(53:8%) 8 (61:5%) : -3'7% ('42'4 t028-1)
. ’ , ’ Psoriasis 1(5:9%) 2 (12:5%) R -6-7% (-26-7t013-2)
acBevov yia peiova petafoin Bepamneiog. overall 53062%) 61(29.6%) 1 27t 132)

* Op1o un xatotepotTag: 15%

T T T T T T 1
-50-40-30-20-10 0 10 20 30 40 50

+— —>
Favours infliximab Favours CT-P13
originator

Jorgensen KK. Lancet, 2017;389;2304-2316



switching from originator infliximab to biosimilar CT-P13 @5 @
-ompared with maintained treatment with originator

nfliximab (NOR-SWITCH): a 52-week, randomised,

{ouble-blind, non-inferiority trial

istin K Jorgensen’, Inge C Osen", Guro L Goll", MereteLorentzen’, NilsBolstod, Espen A Haavardsholm, Knut £ A Lundin, Cato Merk?,
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Jorgensen KK. Lancet, 2017;389;2304-2316

Disease Measures at Week 78

Maintenance group Switch group Adjusted difference
(n=197) (n=183) Week 78 (95% Cl)

Ph""Sl_Ciﬂn Global Assessment {U—lﬂ] 1.45 [155] 1.15 I:1.51} 0.13 [—0.13—{).4}
Patient Global Assessment (0-10) 2.58 (2.26) 1.88 (1.96) 0.48 (0.16-0.8)
Log,, ESR {mrn;"h] 0.29 {ﬂ.ﬂ-} 0.86 {ﬂ.EE} 0 I:-(]US-'D.DE]
Log,, C-reactive protein (mg/L) 0.31 (0.48) 0.33 (0.4) -0.02 (-0.1-0.05)
Harvey-Bradshaw Index (CD) 2.93 (3.24) 2.44 (3.28) 0.57 (-0.2-1.33)
Partial Mayo Score [UC} 0.88 [155] 0.47 [G.SZ} 0.44 [—D.l?rl.ﬂl]
ASDAS {SPA] 2.13 [{.'IEE] 1.79 I:ﬂ.ﬁl} 0.2 {—Uﬂﬁ—ﬂdﬁ}
DAS28 (RA, PsA) 2.48 (1.54) 2.62 (1.16) 0.19 (-0.33-0.71)
CDAI {HA, P‘_iﬁ.} B.81 [?.4?] 6.45 {'ﬁ.?ﬂ-} 1.92 {—Lﬂ?—#.ﬂl]
sDaAl {FIA, PSA} 741 [T.HE] 6.84 [E.?H‘} 2.13 [—1.36—5.12]
PASI (PsO) 1.49 (0.89) 1.25 (0.88) -0.28 (-0.87-0.31)
AvemOOunTeg evépyereg
Infliximab originator (n=241)  CT-P13 (n=240)

Overview

SUSAR o] 0

Serious adverse events 32/24 (10%) 27121 (9%)

Adverse events 422/168 (70%) 401/164 (68%)

Adverse events leading to study 18/9 (4%) 9/8 (3%)

drug discontinuation*®

Most frequent treatment-emergent adverse events

Nasopharyngitis

Urinary tract infection
Skin rash

Headache

Arthralgia

Sinusitis

Infusion-related reaction
Influenza-like illness
Respiratory tract infection

Gastroenteritis

29/23 (10%)
19/14 (6%)
717 (3%)
10/10 (4%)
12/11 (5%)
13/13 (5%)
10/10 (4%)
717 (3%)
414 (2%)
717 (3%)

28/25 (10%)
9/7 (3%)

14/13 (5%)
8/7 (3%)
6/6 (3%)
4/3 (1%)
5/4 (2%)
717 (3%)

11/10 (4%)
6/6 (3%)




JIM

Click here to view the Editorial comment by Dr. Kay

doi: 10.1111/joim.12880

Long-term efficacy and safety of biosimilar infliximab

(CT-P13) after switching from originator infliximab:
open-label extension of the NOR-SWITCH trial

Maintenance group

Switch group

(n=197) (n=183)

Diagnoses

Crohn’s disease 65 (33%) 62 (34%)
Ulcerative colitis 42 (21%) 38 (21%)
Spondyloarthritis 38 (19%) 29 (16%)
Rheumatoid arthritis 27 (14%) 28 (15%)
Psoriatic arthritis 9 (5%) 11 (6%)
Psoriasis 16 (8%) 15 (8%)

Goll GL J Intern Med 2019; https://doi.org/10.1111/joim.12880

NOR-SWITCH trial
(52 weeks)

432 randomized

Y

241 switched to 241 continued treatment
CT-P13 with INX

Discontinued (n = 19) Discontinued (n =25)

Lack of efficacy (n = 3) < 2 Lack of efficacy (n=8)
Adverse events (n = 6) Adverse events (n = 8)
Withdrew consent (n =5) Withdrew consent (n = 6)
Protocol violations (n=2) 222 completed 216 completEd Lost to follow-up (n = 1)
Violation of eligibility criteria (n = 1) Other (n=2)

Other (n=2)

Did not enter extension study (n =25) < 2 Did not enter extension study (n = 33)
Study centre withdrawal (n = 17) Study centre withdrawal (n =18)
Other (n=8) Other (n=15)

NOR-SWITCH EXTENSION trial
(26 weeks)
197 Maintenance group 183 Switch group
(CT-P13 continued) (switched to CT-P13)
Full Analysis Set Full Analysis Set

Excluded from per-protocol set (n = 7) Excluded from per-protocol set (n = 10)
Completed <20 weeks of study n =2) ] —— Completed <20 weeks of study (n =4)
Insufficient number of treatments (n =5) Insufficient number of treatments (n =6)

190 completed 173 completed

Per-Protocol Set

Per-Protocol Set




JIM

Click here to view the Editorial comment by Dr. Kay doi: 10.1111/joim.12880

Long-term efficacy and safety of biosimilar infliximab
(CT-P13) after switching from originator infliximab:
open-label extension of the NOR-SWITCH trial

Diagnosis Maintenance (n=190) Switch (n=173) Risk difference (95% ClI)
Crohn's disease 13/63 (20.6%)  8/61 (13.1%) 7.9% (-5.2t0 21)
Ulcerative colitis 6/39 (15.4%) 1135 (2.9%) 12.4% (-0.1 to 25)
Spondyloarthritis 3/38 (7.9%) 2/28 (7.1%) 0.6% (-12.2t0 13.5)
Rheumatoid arthritis 9/26 (34.6%)  6/27 (22.2%) 10.5% (-13.6 to 34.6)
Psoriatic arthritis 118 (12.5%) 3/9(33.3%)  -20.8% (-59.11t0 17.6)
Psoriasis 0/16 (0%) 0/13 (0%) 0% (-20.6,24.7)
Overall 32/190 (16.8%) 20/173 (11.6%) 5.9% (-1.1to 12.9)

Goll GL J Intern Med 2019; https://doi.org/10.1111/joim.12880
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JIM

Click here to view the Editorial comment by Dr. Kay doi: 10.1111/joim.12880

Long-term efficacy and safety of biosimilar infliximab
(CT-P13) after switching from originator infliximab:
open-label extension of the NOR-SWITCH trial

The NOR-SWITCH extension showed no difference in
safety and efficacy between patients who maintained
CT-P13 and patients who switched from originator

infliximab to CT-P13, supporting that switching
from originator infliximab to CT-P13 is safe and
efficacious

Goll GL J Intern Med 2019; https://doi.org/10.1111/joim.12880

Clinical Disease Activity Index Activity Score Harvey-Bradshaw index

Psoriasis Area and Severity Index
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CONCISE REPORT
A nationwide non-medical switch from originator

(infliximab fo biosimilar C1-P13)n 802 patients with

inflammatory arthritis: 1-year clinical outcomes from

Apaotnprotnta vooov 3 pfves pv ko 3 peTd tnv aArayr) oo
INFX o¢ CT-P13 ava véco

the DANBIO TEQiStry Disease activity Changes over time
Ranta Glintharn 2 Inne il Sarencen 3¢ Anna Gitta | nft > 3 Months preswitch Switch 3 Months postswitch APreswitch APostswitch p*
i RA, n=403
Patients with available data, n 319 310 309 276 265 -
A One-year CT-P13 and INX retention DAS28 22(17-29) 22(18-30) 22(18-32) 0.1(~02100.5) 0.0 (-04t00.4) 08
1.0 HAQ (0-3) 0.6(0.1-1.0) 0.6(0.1-1.0) 06(0.2-1.1) 0.0(0.0-0.1) 0.1(-0.1100.1) 0.3
CRP, mg/L (<10mglL) 4(2-7) 45 (2-8) 5(2-8) 0(-1t02) 0(-2t03) 0.4
\ Patient's alobal score, mm 26 (12-51) 25 (11-51) 26 (12-56) 0.0(-7t08) 0.0(-7t09) 05
0.6 PsA, n=120
Patients with available data, n¥ 94 92 94 78 81 -
DAS28 25(1.7-3.1) 23(1.7-3.1) 24(1.8-33) 0.0(-04100.2) 0.1(<0.41t00.6) 0.10
X 06+ HAQ (0-3) 05(0.1-1.1) 06(0.1-1.1) 05(0.1-1.1) 00(-0.1t0 0.1) 0.0 (0.0-0.1) 0.5
g‘ CRP, mg/L (<10mg/L) 4(1-6) 4(1-6) 3(2-7) 0(-1to1) 0(-1t02) 0.046
g Patient's global score, mm 32 (10-56) 34 (10-67) 35(11-62) -3(-12t04) 0(-7to11) 0.01
3 o
Patients with available data, n 202 199 204 160 169 -
BASDAI, mm 23 (8-40) 24 (10-40) 25 (11-45) 0(-4t05) 0(-4t07) 03
0,24 One year retention rates: CRP, mg/L 3(1-6) 4(1-8) 4(1-8) 0(-1to1) 0(-1t02) 0.2
=11 CT-P13, 84.1% (95%CI| 81.3-86.5) Patient’s global score, mm 26 (10-53) 31 (14-56) 27 (11-59) 1(-4t08) -1(-7t07) 0.7
=¥ INX, 86.2% (95%CI 84.0-88.0) ASDAS 1.8(1.2-2.6) 2.0 (1.4-26) 20(1.2-2.9) 0.0(-031t00.4) 00(-03100.3) 0.8
0,00 p=0.22 3Months’ flare rates preswitch versus postswitcht
(') 5 :1 é é 1'0 1'2 RA and PsA (ADAS28 20.6), % 22 22
Treatment duration, months RA and PsA (ADAS28 21.2), % 10 10
AXSpA (AASDAS), % 3 4

Glintborg B. Ann Rheum Dis 2017;76:1426-1431




To swntch or not to switch: results of a nationwide
andato switching from originator to
JOne-year treatment outcomes
in 2061 patients w:t inflammatory arthritis from the
DANBIO registry

Altwo owokomg Oepameiog

Switchers Non-switchers
N=1621 N=440
Reason, n (% of withdrawals)
Lack of effect 137 (46) 48 (34)
Adverse events 77 (26)* 14 (10)
Several reasons 9 (3) 1(1)
Cancer 6(2) 11 (8)
Remission 8(3) 10 (7)
Pregnancy 4(1) 3(2)
Death 9(3) 15(10)
Infection 3(1) 8 (6)
Loss to follow-up 1(2) 9 (6)
Surgery 2(1) 1(1)
Other 14 (5) 18 (13)
Not stated 29 (10) 7 (5)
Withdrawals, total, n (%) 299 (100) 145 (100)
v

anxiety 1, arthralgia 1, bladder dysfunction 1, blurred vision 1, chest pain 2, diarrhoea 4, dizziness 2, dyspnoea 2, erectile dysfunction 1, fatigue 1, fever 2, hair loss 1,

ApaoTnproTnTe vOoov 3 pnveg mpty Kot petd v arroyn omé ETN oc SB4

Disease activity

Changes over time

3 months preswitch  Switch 3 months postswitch ~ APreswitch APostswitch
RA, n=933
Patients with available data, n (%)* 639 (68) 745 (80) 568 (61) 485 (52) 436 (47)
DAS28 19(1.3t02.8) 2.1(1.6103.0) 21(1.7103.1) 0.0(0.0t00.0) 0.0(-04100.5)
HAQ (0-3) 08(03t01.3) 0.8(03t01.3) 08(03t01.3) 0(-1t01) 0(-1to1)
CRP, mg/L 3(1t07) 3(1t06) 3(1t06) 0(-2t01) 0(-1t01)
PGS, mm 30 (14t0 57) 29 (13 to 55) 32(12t0 62) 0(-111t08) 1(-8t011)
I PsA, n=351
atients with available data, n (%)* 223 (64) 253 (72) 197 (56) 158 (45) 152(43)
DAS28 1.8(1.1t02.4) 20(16102.8) 2.1(15t02.8) 0.0(0.0t00.0) 0.1(=04100.5)
HAQ (0-3) 0.5(0.1t01.0) 0.5(0.0t01.0) 0.5(0.1t01.0) 0.0(-0.1t00.1) 0.0 (-0.1100.1)
CRP, mg/L 2(1t04) 2(1t04) 2(1t04) 0(-2t01) 0(-1t01)
PGS, mm 33 (130 58) 30 (12 to 54) 31 (12 to 58) 0(-9t06) 0(-7t010)
AXSpA, n=337,
PaTents wih available data.n (%)* 187 (55) 217(64) 243(7) 117.35) 168 (50)
BASDAI, mm 33 (150 52) 27 (12 to 47) 31 (18 t0 52) 0(-81t06) 1 (=310 10)
CRP, mg/L 3(1t06) 3(1to5) 3(1t05) 0(-2t01) 0(-1t01)
PGS, mm 32 (150 59) 30 (12t053) 34.(17 to 60) -1(-13t0 6) 3(-5t014)
ASDAS 19(1.3102.8) 19(1.2t0 2.6) 19(13t02.7) -0.1(-04100.3) 0.1(-0.2100.6)

3 months' flare rates preswitch vs postswitcht

RA (ADAS28 20.6), %
PsA (ADAS28 >0.6), %
RA (ADAS28 >1.2), %
PsA (ADAS28 >1.2), %
AXSpA (AASDAS >1.1), %

22
21
8

24
23
13
11

5

headache/migraine 9, hyperhidrosis 2, hypertension 1, hypotension 1, infections 2, leg cramps 2, leucopenia 3, local injection problems 3, myalgia 2, nausea 4,
neuropathies 1, psoriasis worsening or pustulosis 2, rash/ itching 11

Glintborg B. Ann Rheum Dis 2018;0:1-9.




A. SB4 retention by indication B. SB4 retention in switchers stratified by ETA start year
To switch or not to switch: results of a nationwide 107 1,04
guideline of mandatory switching from originator to
biosimilar etanercept. One-year treatment outcomes
in 2061 patients with inflammatory arthritis from the 087 0.8
DANBIO registry
ﬁ 067 § 0,67
s 5
F £
& 047 s 0,47
ETA start year
027 rRA (n=933), 78(76-80)% p=0.02 0,21 I11998-2010
4 4 « 3 “PsA (n=351), 85(81-89)% ~I12011-2016
2061 acOeveic vmd ETN AXSpA (<337, D808 pe003
0,07 0,01
0 . 0 50 100 150 200 250 300 350 400 450 O 50 100 150 200 250 300 350 400 450
80% aAlayn o SB4 N T Mol i
C. SB4 retention by baseline remission D. Retention in ETA and SB4 treated patients

2vyvotepn AMyn 25 mg ETN non-sw vs sw "

Méon maparxorovdnon 383(314-414) nuépeg = o

Amocvpoelg kuping Aoym LOE %w

0,47

Ooco1 dev NTav 6€ VEEGT WKPOTEPT] TOPALOVT

921 _riNot remission (n=471), 74(70-78)%  P<0.0001 i jmf"hmm’;ﬁ P
« " *In remission (n=683), 84(80-88)% 3
I Historic cohort (n=2363), 88(87-90)%
0,01 0.0
) I ) L} 1 1 L 1 I T \ lJ T 1 1 1 | T
0 50 100 150 200 250 300 350 400 450 0 S0 100 150 200 250 300 350

Glintborg B. Ann Rheum Dis 2018;0:1-9. Treatment duration, days Treatment duration, days



®arvopevo NOCEBO

CAPYNTIKN TPOGOOKLO»

= Nocebo= “Oa ue PAayer”

= YounTOUOTO /KoL LGLOAOYIKES LETAPOAEC TOV AKOAOVLOODV TNV YOPTYNGT LULOC
aOPAVOVS, YNUKA AVEVEPYOD OVGTIOGC TOVL 0 AGOEVIC TIGTEVEL OTL EIvaLl EVEPYO QPAPULAKO

" AVoQEPETOL GE ETMOLVO GLUTTMOUOTO TOV GLVOOEVOVV TNV YOPTNYNOT EIKOVIKOV GE€ ~ 25%

" Mmnopel eniong va givon artio avertBounTov EKONAMGE®Y 6€ acbeveic vtd evepyod

PAPLLOKO

Barsky AJ. JAMA. 2002; 287:622-627
Colloca L. JAMA. 2012; 307:567-568.



®arvopevo NOCEBO

" AavOoaouévn ypE®MGT COUATIKOV COUTTOUATOV GE PAPUAKO UTopel va cuuPel og
= AocbBeveic mov mepiuévouv va eppavicovy emmovve AE
" AocbBeveic mov &yovv eupavicel AE e dAda papuoko 6to mapehdov

" AocBeveic ue ayyoc KatdBAYM Kol GOLOTOTOING

" AocOeveic ue AavBacuévn 11 un KoTavonTn TANpoeopnon
= XePIGUOG LE EKTOLOEVOT), OATOPLYN LETAOOGTC APV TIKOV TPOGOOKIMV Y10, VO,

QAPUAKO, OVOLYTO, GLVEPYOTIKO OLAA0YO0, KOONGUYAGHO Kot ELYLYMGT)

Barsky AJ. JAMA. 2002; 287:622-627
Colloca L. JAMA. 2012; 307:567-568.



BIO-SWITCH: AvuKom1] A0Y® DTOKELUEVIKOV ULITLIGEMV

1

" [IoAVKEVTIPIKT] TPOOTTIKY] LEAETT

.75
1

= 222 acBeveic ce REM/ 192 AAhoyn oe CT-P13
(75 PA, 50 WA, 67 AY)

" 6 unvec: owakonn 24% (47)

Proportion of patients on CT-P13
.25 5
|

0
1

= Kod petafoin DAS, crp A=10 e © C°
Number at risk

, 192 (4) 188 (10) 178 (15) 163 (5) 158 (6) 152 (7) 145
= Avénon BASDAI A=+0,5

95% Cl Survivor function

Tweehuysen L. Arthritis Rheumatol. 2017 Oct 18. doi: 10.1002/art.40324.



BIO-SWITCH: Avukom1] A0Y® DTOKELUEVIKOV UITLIGEMV

= ®dawvopevo Nocebo: Avénon
VTTOKEIUEVIKOV EKTIUNGEDV
(TJC, PGDA) tov DAS28 ywpig
LETAPOAEC GE OVTIKELUEVIKEC
uetpnoeig (SJC, CRP)

Tweehuysen L. Arthritis Rheumatol. 2017 Oct 18. doi: 10.1002/art.40324.



Open Access Rheumatology: Research and Reviews

8

Dove

ORIGINAL RESEARCH

Long-term safety and efficacy of biosimilar
infliximab among patients with inflammatory

al’th ritis SWltChed from refe rence pl"OdUCt Characteristics Frequency Characteristics Female Male Total (%) p-value

Total number 34 RA 13 4 50 0.009
Female 50% AS 2 7 26.5 0.021
Mean (SD) age 55 (12.9) PsA 2 2 1.8 -
Diagnosis 50% RA RF positive 8 | 28.1 0.008
Erosive disease 70.6% Anti-cyclic 7 | 258 0.014
Extra-articular disease 23.5% citrullinated
Mean (SD) disease duration 14.79 (9.7) years peptide positive
Median (range) duration on reference Infliximab 57 (1-181) months HLA B27 positive | 6 219 0.027
Infliximab monotherapy 32.4% Erosive disease 15 9 70.6 0.029
Concomitant methotrexate 35.3% Extra-articular 5 3 235 0.344
On steroids 5.9% Median weight, 76 (56-128) 94 (56-139) - -
Median weight in kg (range) 84 (56-139) kg (range)

Characteristics Reference infliximab Biosimilar infliximab CT-PI3 Mean difference p-value

Duration =6 months Duration =15.8 months (95% CI)

Death 0 I - -

Infusion related adverse events I I - -

Serious adverse events 2 3 AvEnon evtog - -

(CRP, median (range)  195(06-259) 4(06=213) | quciohoydy - 0.001

HAQ, median (range) 0.38 (0-2.63) 0.69 (0-2.63) opiov - 0.111

Flares no. 10 14 - 0.402

PGA, mean (SD) 28.3 (23.2) 35.2 (25.6) 5.31 (=129, 11.92) 0.111

Pain level, mean (SD) 88(23.1) 38.1 26.3) | 6.85 (0.24, 13.45) 0.043

Dose in mg, mean (SD) 298.2 (110.5) 302.3 (125.4) 221 (~10.14, 14.56) 0.718

Abdalla A Open Access Rheumatology: Research and Reviews 2017:9 29-35



Open Access Rheumatology: Research and Reviews Dovepress

3 ) ORIGINAL RESEARCH
Long-term safety and efficacy of biosimilar
infliximab among patients with inflammatory
arthritis switched from reference product

1 patient discontinued
following second dose due to
personal reasons

2 patients discontinued
following first dose due to
secondary failure

34 patients started
biosimilar infliximab

1 patient discontinued 1 patient discontinued
following third dose due to following 10th dose due to
pregnancy dizziness

29 patients remained on
biosimilar infliximab

Abdalla A Open Access Rheumatology: Research and Reviews 2017:9 29-35
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Biologics: Targets and Therapy Dove

ORIGINAL RESEARCH 100
Analysis of real-world treatment patterns in a 90 \
matched rheumatology population that continued 2 go
innovator infliximab therapy or switched to £ 2
biosimilar infliximab g -
100% £
P<0.001 8 jg
90% 87% F=0.001 &
i 82% <
80% — ° 20
F<0.001 wgd 02 e
70% 66% 0
é 60% 0 180 360 540 720 900 1,080 1,260 1,440
§ Time (days)
2 50% = CC i
2 o = SC X 0voiro 697 pne RA:
o o4
S 34% 605 CC
o
30% 92 SC
20% 19%
130/0 14 |4 14 /4
10% ] Ta amoteAéouato TNG LEAETNG E0EIEAV OLUPOPECS
o HE HE EE GTN OLOKOTT] KO OAAQLYT) GTIV OUAO0 TOV UETA
Iscontinue witche emailned on 4
cohort therapy myv OLM»OWn CT-P13

Yazici Y. Biologics: Targets and Therapy 2018:12 127-134



SyStematIC SWitCh .I:rom Innovator I nfl |X|mab to Kaplan-Meier-estimate : retention rate of Inflectra

Biosimilar Infliximab in Inflammatory Chronic
Diseases in Daily Clinical Practice: The Experience 8504
of Cochin University Hospital, Paris, France
PATIENTS ON MAINTENANCE THERAPY WITH - _ 87
INNOVATOR INFLIXIMAB N=265 5 EXCLUSIONS >
- Patients with less than 3 infusions of =
# imovator infliximab: 4 0
- In vitro fertilization scheduled: 1 ) =
FIRST INFUSION OFHEZZI;IMILAR INFLIXIMAB ' 20 DISCONTINUATIONS ™y T N
DISEASES REASONS FOR =7
- AXSPA: 14 DISCONTINUATION
- RA:1 %k - Experienced inefficacy: 19
™ glt-_:'lﬂg IRD: 2 - Infusion reasction: 1 =
¥ - Uveitis: 1 ) I I I I I I
SECOND INFUSION OF BIOSIMILAR INFLIXIMAB - - 0 50 100 150 200 250 300
= 240 4 19 DISCONTINUATIONS ™ Time (Days)
etz oscomwsnon | | 930, Ko ovoyétion pe petaBoin
B e ° o : :
! o1 et * 800, KMVIKOV 1] EPYACTNPLIKDV SEIKTOV
THIRD INFUSION u: Euzu;lmmn INFLIXIMAB \; Uveltis: 1 - Neoplasix: 1 Y.
_ /" 20DISCONTINUATIONS BASDAI 2,94 vs 3,18
| oseases — 47/59 emotpoen oto rINFX
*| - AxsPA: 10 DISCONTINUATION ,
W :gt‘;u; RD: 2 *z :xperlerllc:d inefficacy: 14 5 AlaKOT[n r I N FX
NUMBER OF PATIENTS STILL ON TREATMENT -CD: 6 ] Ir:rl:';::-d hver saavmat: 1
AT THE END OF STUDY VISIT ymes:
N=201 I'\ﬂ_ - Lost of follow-up: 3 _‘_/" —

PA 31 /AEZnA 131/ ONE 64

Avouac J. Sem Arth Rheumhttp://dx.doi.org/10.1016/j.semarthrit.2017.10.002



ABSTRACT NUMBER: 721

Safety and Efficacy of Switching from Originator to CT-P13
Infliximab Biosimilar in Patients Affected By
Spondyloarthritis. a 6-Month Observational Study

3 Kévtpa
36 AcOeveic

D opuokookovoulkoi Aoyot

18 AX , l .
g sen - OwivecolNe  NASSRSSERD | 6 uives NG

8 YA _ Katd v elhayn 6 WveS peETa “

BASFI
ASDAS kp
DAS5crp
MASES
VAS ntovog
AE

Awokomn

Batticciotto A, Arthritis & Rheumatol. 2016; 68 (suppl 10)

266+1,6
2.3+1.3
1.39+0.4
2.66 + 0.69
0.33+£0.6
18.1 + 14.7

25+14 p=0,31
22+1.2 p=0.051
1.38+ 0.4 p=0.8
2.67 +0.34 p=0.93
0.2+0.4 p=0.08
16.7 +11.3 p=0.55
p=0.13

2 (5,5%) (Popiaon)



ABSTRACT NUMBER: 2154

Biosimilar Infliximab Treated-Patients with Rheumatoid
Arthritis, Psoriatic Arthritis, and Ankylosing Spondylitis in
France: Characteristics and Clinical Qutcomes

REFLECT: 627 AcOeveic 35 kévipa

339 ue peopoTIKG vooniuato avoivonkay

83 PA (22.9% & MH 61.7 + 10.2 MXA 13.4 £m),
213 AEXRA (59.6% & MH 48.0 + 13.3 MXA 11.5 ém),

43 WA (37.2% & MH 53.4 + 15.1 MXA 8.6 é1n).

CT-P13 pwv v évtaén (64.9% PA |, 69.9% AEXTA, ko 77.1% WA)

MA® CT-P13 8.5 unveg PA, 12.9 A&2nA 7.9 YA

ITponyovuevn Oepameio pe GAio LDMARDS extoc 39.2% PA, 29.9% AX 40.0% YA
Alhoyn a6 OINF e CT-P13 41.9% PA, 49.7% AEXnA, 42.9% YA

PvOuoc vopeong oty Evapén: 19 (26.8%), 27 (23.7%), 14 (45.2%)

Marotte H. Arthritis Rheumatol. 2018; 70 (suppl 10).



ABSTRACT NUMBER: 2154

Biosimilar Infliximab Treated-Patients with Rheumatoid
Arthritis, Psoriatic Arthritis, and Ankylosing Spondylitis in
France: Characteristics and Clinical Qutcomes

PA 1n éyyvon CT-P13: owdpeon tiuny DAS28 4.9 xon 2.5 v otovg IFXn ko INFS
YA: oudpeon tun DAS28 3.5 ko 2.2
AEXTA: owdueon tiury BASDAI 5.5 ko 2.1
BASFI 5.1 xou 2.8 otoug IFXn ko IFXs
Yopeon otovg 6 unveg : 48.5% RA, 37.7% ACXTA.
Meimon OLUEGOV TILOV OEIKTOV dpacTnPLOTNTUC VOGOoL and tnVv 11 yopnynon tov CT-P13
IFXn ko otacipotnta yi toug IFXS pe PA ko ACXmA
CT-P13: acpalréc, amotereopnatikd o IFX-naive kou IFXs

Acopaieln yopic véa couPdava

Marotte H. Arthritis Rheumatol. 2018; 70 (suppl 10).



Available online at Elsevier Masson France

ScienceDirect EM|consulte

www.sciencedirect.com www.em-consulte.com/en A Inﬂ|X|mab retentlon rate
1.00
Original article ‘_—I
Switching from originator infliximab to biosimilar CT-P13 in real-life: A
The weight of patient acceptance HED Log-rank p-value = 0.0002
0.25
Analyses of association between switch failure, patient and disease characteristics at inclusion, 0.00-

T T

T T
0 6 12 18 24 30 36 42 48

T T T

Retention population Failure population Univariate analysis Multivariate analysis Time (weeks)
(n=64) (n=25) P-value P-value Number at risk
Switchcohot 89 89 80 69 64 54 25 11 1
Patient characteristics |IFX-naive cohort 29 26 23 22 19 15 9 5 2
Age 49 3(] 65) 535(2 64) NS Historiccohort 82 82 80 80 78 77 77 74 72
Male sex 63% 44% 0.11 0.255 Switch cohort ~——— |FX-naive cohort
Disease characteristics Historic cohort
Disease duration, mean (S.D.) 15.1(1,10) 18(2.46) NS B Infliximab retention rate
Type of disease 002 0.061 1.00 e
Rheumatoid arthritis 6 8 T
Spondyloarthritis 58 17 0.757
Treatment characteristics . log-rank p-value = 0.452
Number of lines of biotherapy, mean (S..) 18(0.11) 18(022) NS '
[nfliximab infusion rhythm, 76(0.23) 74(0.25) NS 0.25-
mean (S.D.)
[nfliximab infusion dose, 46(0.16) 42(0.20) NS 000 , . I . . R '
mean (S.D.) 0 6 12 18 24 30 36 42 48
Number of infliximab infusions, mean (SD.) ~ 447(3.29) 54,6(7.48) 0.10 0053 — Time (weeks)
csDMARD 59% 68% NS Switchcohort 89 89 80 69 64 54 25 11 1
Dose, mean (S.D.) 12.8(0.84) 10.8(1.29) NS IFX-naive populaton 29 26 23 22 19 15 9 5 2
Historiccohort 82 82 80 80 78 77 77 74 72
Switch cohort IFX-naive cohort
Historic cohort

Scherlinger M. Joint Bone Spine (2017), https://doi.org/10.1016/j.jbspin.2017.10.003
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Available online at

ScienceDirect
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Original article
Switching from originator infliximab to biosimilar CT-P13 in real-life:
The weight of patient acceptance

Scherlinger M. Joint Bone Spine (2017), https://doi.org/10.1016/j.jbspin.2017.10.003

Disease Cause of failure Decision Final outcome
after failure
4 Switch to
Safety Issue > (n=1) w—) another TNFi
= (n=1)
2 =
E
8/14RA Clinical activity o % (n=4) | Backtoinitial
(57%) (n=4) = | efficacy (n=2)
8
Noo\:sriati_oan in > % (n=3)
25 failures 1= s 5 | ,| Backtoinitil
9 efficacy (n=11)
No variation in 1k ™
saspal(n:g) [ | & ™
17/75 SpA ) > Back to initial
(23%) (n=7) efficacy (n=5)
Clinical activity \ /
(n=9) Start
another > Remission (n=2)
TNFi (n=2)




ABSTRACT NUMBER: 2511

Benepali Switches in Clinical Practice - a Positive Single
Centre Experience

= ETN — SB4, 395 /17 - 10° /17, = CRP ocvykpiocwun (p=0.363).
" lpoortucn perem rapatpnong 144 (91.14%) cuvéyion SB4 6 wivec,

HepoOvOUEVOL KEVTIPpOL PA, YA, AX
= Apootnpotnra vocov kat CRP mpv, 14 (8.9%) emiotpoen oe ETN oamd SBA4:
4 AY (2.5%) €Eopon

Kot 3-6 unveg Leta v aAlayn.
= Aitio antocvpon SB4
ETN B2 ) = 7 (4.4%) nmeg AE (kvnouoc (2), e€avonua (1),
DAS-28 | 282+1.49 | 3.03+147 0.344 Can (1), exyvumoeic (2) 06Amon 6paocnc (1))
BASDAI | 3.27+259 | 3.32+2.24 0.893

VASSY | 3224295 | 4.1242.99 0.108
68 TIC | 4.26+10.55 | 3.81+9.76 0.565 apetdpinto DAS

66 SJC 0.78+197 | 0.93+1.64 0.475 .

= 3 PA (1.9%) vrokeluevikn emdeivmon pe

Kot o1 14 Bertiodnkav pe to ETN.

EZowovounon kdéotovg vyovug £ 370.000 / £tog 6to NHS

Alkoky H. Arthritis Rheumatol. 2018; 70 (suppl 10



ABSTRACT NUMBER: 2537

Benefit Study: Results of Interim Analysis of a Pan-
European Observational Study to Evaluate Real-World
Effectiveness of SB4 Following Transition from Originator
Etanercept (ETN) in Patients with Rheumatoid Arthritis (RA)
or Axial Spondyloarthritis (AXSpA)

PA AEZTA
(N=163) | (N=92)
, DAS-28 6 unveg tpv to SB4 (n = 146) 2.0 (0.92)
= 600 PANACXTA :
, c DAS-28 3 peté 1o SB4 (n= 85) 2.2 (1.87)
" 6 unveg otabepn 00om OETN, MetaBori DAS-28 3 ufivec petd to SB4 (n=79) | 0.2 (0.84) -
* TaAdia, I'epuavia, Itario ko Iomavia. BASDAI 6 mpw to SB4 (n = 76) - 3.0 (2.02)
BASDAI 3 pivec peté to SB4 (n= 42) - 3.4 (2.29)
Metapoir BASDAI 3 unveg petd to SB4 (n = 37) -- 0.4 (1.35)

3 unvec: Ta dcdouéva dev givar EVOEIKTIKG OTTMAELNG OTTOTEAECUATIKOTITOG

To be continued.......
Kriiger K [abstract]. Arthritis Rheumatol. 2018; 70 (suppl 10)



- LEpraviko Mnrpoo RABBIT

ACLoA0ynon NS Tapapovic ot Oepansio TOV 0.60ev@OV TOLV CEKLVOLY
Ocpancio pe o SB4 o€ cOYKpLON NE TNV ETUVEPGETT OVUPOPAS
283 Eexivnoav Bepameia pe 1o SB4 ko 369 éhaPav ETN avapopdc

* EmmAéov 355 gvtayuévor oto untpmo RABBIT dAlaCav oe SB4 katd tn ordpkeila
NG TOPOKOAOVONGNC
= 40% ciye AaPer ETN oto maperbov, 39% diro Proroyikd mapdyovia

= 21% csDMARD 1) ogv eiye AaPel kamolo opuoKEVTIKT ay®YT) 6TO TAPEAOOV

XopoKTNpLoTIKa Evapéng SB4 OETN p

Aldpkelo vosov (1) 8 9 —

>3 GLVVOGTPOTNTEG 40% 47% 0.04

[TapBévor oe Proroywkd % (n) 88% 86% B
(250) (317)

Strangfeld A. EULAR 2018. Abstract THU0192.



- 1 Eppaviko Mntpoo RABBIT

YVYKPLoLUO TOGOGTA oot pnons otn Ogpancio o ovaotTnuo 6
unvov ywo. SB4 kot oETN
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B — SB4
= 7= oETN
0.0
SB4 250 146 81
oETN | 317 230 165
0 90 180

Observation time in days

Treatment continuation in patients enrolled with SB4 or oETN who were
bionaive until enroliment.

Strangfeld A. EULAR 2018. Abstract THU0192.



- 1 Eppoviko Mntpoo RABBIT

IHopoporo TPpoPiA 0.6QAALELNS HETUED TOV OEPUTEVTIKOV ONAO®V

Meta v évapén SB4 OETN
Awokonn Oepomeiog kotd tic Tpotec 90 nuépeg %(n) 8% (20) 17% (54)
Awoxomn Oepomeiog katd Ti¢ Tpoteg 180 nuépeg %(n) 6% (14) 15% (46)
Aoyot draxomnic (n)
AEs 59% (20) 49% (49)
ISRs* 35% (7 /20) 49% (24 /149)
ATdAel0 OTTAVTNONG 26% (9) 31% (31)

*Toyvotepn ortia dtakomng Tig tpmteg 180 nuépec.

Strangfeld A. EULAR 2018. Abstract THU0192.
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ATOPULTNTO GTOLYELO GYEOLUGLOV REAETOV KOATAAAMANG EKTIUN OGNS
AcQOAE10C, ATOTEAECUUTIKOTN TS, AVOGOYOVIKOTNTOS
GE AALOYN YO U] LUTPLKOVS AOYOVS

1. Toyoaomomuévee, ATAQ TOPAES LEAETEC
2. Emapkmc eleyyoupeveg

3. Emapkmc 1oyvpéc

4., Me moAhamAec aAlayEC

5. Mg ekTiunomn avoGoyoviKOTNTOC

6. Emapxn didpkela mapakoAovdneng

7. ECatouweouévn avogopd eEeMEemv avd acOevn-enineoo

Numan S. Adv Ther (2018) 35:1295-1332



Avtioléynon

Toyoomomuévec oAl TVPAEC
Emapxnc €EAeyyog
[Kavomomtikt 16y0¢
[ToAAamA£EC adlAayEC

ExBaoceig oyetilopevec pue v
VOGOYOVIKOTITO

Emoapkr¢ mapakoiovinon

Eatopkevuéva emineda
ExPaonc

Numan S. Adv Ther (2018) 35:1295-1332

ECacparilel ouykpion petad opoloyevomv TANBucu®OV Kot LELOVEVEAEYYEL
EMNPEACULOVS

Emtpénel tnv extipunon g enidpacnc piog mopEUPacnc mov otopEpel LETAED
TOV OUAO®V TNG LEAETNG

Entpénel v oTaTI6TIKY] VTOGTNPIEN TG AAANAETTIOPAGTC TV EKPACEMY GTO
GUVOAO TTOV OVTITPOGMOTEVETUL GTOV TANBLGUO TNG LEAETNG

Mmnopel va EKUOIEVGEL U0 TPMTOYEVT] EVIGYVUEVT] ATTAVINGT OTAV TO VITOKEILEVO
ekTiOeTON OE OLOPOPETIKES OUAOEC EMTOTMV (AVTIYOVIKOVC KADOPIOTEG)

[Ti0av] TaBoPLGIOAOYIKT] KOl KAIVIKT] OITAVINGT OTNV QPYLKT) EVIGYLUEVN
enidopacn amd TNV aAlaym

Emutpénel v aviyvevon OYiUng YouUnAng cuyvotntoc ovIlyovVIKOTNTOGC

Entpénel otn pehétn va anevBiovetor o€ omotovonmote acOevn
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17 Toyonomompuéveg HeEAETEC

Derm R(:i#r)n
(n=1)
= Kopd dev e&érale ko ta 7 amopaitnta cTolyEio N\
= 2(12%) 5 otoyyeia (NORSWITCH ARABESC OLE) gneun =N |
(n=1) Bl 695501
= 3 (18%) moAhamiég arrayég (ADACESS, EGALITY, (n=1)
Rheum FK5327
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Infliximab-biosimilar study

Rheum
(n=3)

CT-P13
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Infliximab (n=2)

(n=8)
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BOWO015 (n=1)
(n=1)
SB2
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Derm i 7 s T
Rheum (n=1) Multiple Infliximab-biosimilar study

Derm (n=2)\ \ /(n=1)

36 (49%) TAXTP L
30 (41%) PEYM —_— "
| (n=7)
4 (5%) AEPM &\
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64 (86%) INFX Pl et
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12 (16%) ETN =
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= Koaud oev e€€tale ko Ta 7 anapaitnto otoryeio ) Nl ‘
= Okeg e&étalov o aAlayn and 0B ce bB
Rheum
= Koutd toyotomomuévn mn oty e aAAoyng Mgl =0 s (n=2)
/4 r ’ y (n=8)
= 26 (35%) avépepav emavapopd 6to 0B petacd acbevav pe S Canrcn
emoeivoon 1 Yoo AAAOLG AOYOLC Rheum NS
(n=3) (n=6) Gastro
= O1EPIEGOTEPES OEV OVEPEPOV LV ELYOLY LGYD YLOL CViXVELOT| s e
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Exampoon omapoitnTOVv GTOWYELOV Y0 TNV 0p00TNTA TOV HEAETOV
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17T : A& 74 nerétec RWE B No
7 Tuyoomotnueveg LEAETEG HEAETEG —flr——
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ALGPKELY TTAPAKOALOVON OGNS NETA TNV 0AlOYN

74 nerétec RWE

17 ToyonomomuéEveg HEAETEC
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ALoKO7TTN] OEPamTELNS GTIS TVYOLOTOUNUEVES NEAETES

Ano tic 17 RCTSs:
= 12 (71%) avépepav TOGOGTA OLOKOTNG
= YVVOAIKA TOGO0TA OtaKomNC 5-33% G6TIC opddeg aAAaYNG
4-18% oTIC OUAdEC GLYKPLONG
" ATOKMVOVUGEC TIUES OLOKOTNG
= ApOuntikd eAdyioto LEYAAVTEPES OTIC OLAOES AAAOYNG GE KATOlES peAfTeg Ko avtiletal

o€ AAAEG

Numan S. Adv Ther (2018) 35:1295-1332



ALoKO7TTN] OEPamTELNS GTIS TVYOLOTOUNUEVES NEAETES

(a) Control group: originator continuers
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(b) Control group: biosimilar continuers

Patient Discontinuation Rate, %

100 " Adalimumab-biosimilar study, switch group
90 - | Etanercept-biosimilar study, switch group
Infliximab-biosimilar study, switch group
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Etanercept-biosimilar study, control group
70 1 Infliximab-biosimilar study, control group
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Awkonn Ogpanreiog otic RWE peiétec

>1c 74 RWE:

PvOudg dakomnc peyarvtepn mokidio og oyéon pue RCTs
= [NFX: 0-87%
= ETN:8-17%
= JTAXTP: 0-50%
= PEYM 3-87%
= Movo 8 (11%) chykpion Ue 16TOPIKN /TOUPAAANAN OLAOO PAPUAKOD OVOPOPAC LE ATOKAIVOVTOL
ATOTEAEG AT,
= Y& 3 pelétec o1 StokomEC aplOuNTIKA eAappd youniotepteg o€ cvveyilovieg Vs ariayn 8 vs 10%, 14 vs
16%, 26 vs 29%
= Ye 1 pehén vymAotepn 14 vs 8%
= Xe 4 pelétec epeaveic dtupopéc oe ouveyilovrtec VS arlayn 34 vs 87%, 3 vs 33%, 5 vs 24%, 38 vs 82%

Numan S. Adv Ther (2018) 35:1295-1332



Awkonn Ogpanetog otic RWE peiérec

(b) RWE studies without control groups

(a) RWE studies with control groups

Etanercept-biosimilar study, switch group

Infliximab-biosimilar study, switch group
Etanercept-biosimilar study, control group
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2 VVOTTTIK(,

Koutq peAétn RCT kon RWE mAnpng and amoitovueva ototyeio

Ewwka yio tig RW:

" AvopopEG OL0KOTNG: LEYAAES OLOPOPEC, LU CUUTEPOUCUATIKEG

= Mikpoi apiOpoi acOevav Kot €TeEpPOYEVEILS
= Mwpn mepiooog tapaKolovOnonc
= Xopic opdoa eAEYYOL

" AvVOGOYOVIKOTNTO?

The results of this systematic review support this concept and
demonstrate that the current evidence on the safety and
efficacy of non-medical switching from the originator
biologic to its biosimilar is Inconclusive and
Inconsistent.

= Elatoptkevpévn avaivon o€ eninedo acOevn

= Kaud oev giye tnv 100 Y10 aviyveLGN O0LPOPDV OTTOTEAEGLOTIKOTITOS KO

AGPAAELOG LETA TNV OAAOYT

Numan S. Adv Ther (2018) 35:1295-1332



Alla perovektnuoto RWE

* Ouaoomoinon evoeicewv

" [JowiAla oudpkeLlac vOGou Kot oldpkeLlac Oepameiog

* Miktoi tAnBvcuoi (mapbévorl ko otadepol )

" Mn kaBoplopdg KaTAoTOGNS VOGOL TPV TNV OAANYT

" Avo@opd GuvoomVv BEpamel®V Yo T VOGO TPV Kol LETA TNV AAAAYT

0 Aogokoy{a LETA TNV OLMLOWﬁ

Numan S. Adv Ther (2018) 35:1295-1332



Koategv0vvoeelg yio arrlayn o€ Broopogrtogg

1. H andeaon yio aAloyn mpémetl va Pacileton o€ emotnuovikd ogooueva (Kot RW)

2. H omowaonmote aAlayn o€ cuvepyacio pe Tov acBevn Kot LETA OO EVIUEPOGT)

3. A&V UETOPEPOVTOL TA OEQOUEVA OAAXYNG EVOC PLOOLOELIOOVC V1oL AAAN aKOUN Kol TNG 1010C
YNULIKNG OVGTOG

4. Aev emrpEmetal N aALOY) GE EMITEOO POPLUOKEIOV

5. Xtevn mapakorovOnon tov acbevov petd ard adrayn yio AE (avagpopd ce fdomn ocdoouévav
KOl QOPLLOKOETOYpOTVIGT)

6. H amopaon alloync eCotopkevpeva ue BAcn Tnv vokeinevn voGo, YopoKTNPLoTIKA TOV

acOevr], cuvvoonPOTNTO, TOTTOG TOV PAPLAKOL avaPopdc, emtBuuio acOevn

Moots R. Curr Rheumatol Rep (2017) 19: 37 ko1 ®éoeic EPE-EIIEPE
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