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Background Results

Rheumatoid arthritis (RA) is a debilitating autoimmune disease affecting 1.28- Author, Year Country TNFi comparators Data Source Sample DC Causes DC or Retention rate SW rate o Outcomes of switching and discontinuation are reflective of factors associated with
1.36 million adults in the United States." It can lead to functional decline and . DC: CT-P13 (18.9%) IFX persistence and are conducive to the assessment of long-term IFX utilization.
adverse outcomes, including reduced QOL and premature mortality.” BN, IS (e e e B B B[ ST e e TR ,: 81%: similar for pt w/out DAS28 o Many outcomes reported were pooled for a combination of inflammatory diseases,

o Infliximab (IFX) has proven effectiveness in improving symptom control and Glintborg, B CEISrIEs, Other RP n=602 o In= )'ome cacy 0' > > remISSI?)n yr. : reten .Ion 00' >Im! i\r S A0 RS such as RA and psoriatic arthritis. About 1/3 of the studies had a biosimilars sample
physical function and slowing joint changes.? 2017 Denmark IFX RP, CT-P13 (re;ords- frlom 2 CT-P13 n=403 3.8%, cani(;r 3.8%, deatg i(.)/SA, skeveral roeg.;)ns 2.3%, . rlemlsslontz?t b.a;ihré%: 2834 \(l:§|'7|:fl]_/§, 2201(3/8 022 CT-P13 w/ size loss than 50

o Biosimilars have no clinically meapingful difference from Fhe.'r r.eference ospitals OHIET TEAONS, . 2, HIEROWR =87 " reRPe:Slon.h d( 2%); - ((7é °);3$; ' _6 001) " o Atotal of 12 studies reported discontinuation reasons. The most common causes of
product with respect to safety, purity, and potency.* IFX biosimilars offer PriOT 1Y 2> yr hiad poorer retention (76 Vs 877, p=4. discontinuation were lack of effectiveness and adverse effects.
thte”ti_zgg reduce healthcare spending and improve patient access to biologic 1: CTZ 70% CT-P13: o The discontinuation rates of IFX biosimilars varied significantly ranging from 8.3 to

erapies. : 0 9 : . - o/)- - 5%; simi itching r reported wer ween 4 1.5%.

o  Current literature body has limited large-scale comparative observational G;%nl’ 9KL Denmark zé_cgzgf’é(yfrc?s 12;’ registries 12 3/;;7;;' inefficacy 36-60%, AEs 15-42%, other <10% :e':';;:i‘;iet;zt:g;”- CT-P13 (69%); CT-P13 had higher 1-yr ] i:n5o ;"g illm:lc?arlly(;lj?ceo;vgts? DA?S géevtasgr?eten?ostefreeginﬁ)e/ rep:)Ortzd i/;asure .
studies describing real-world treatment patterns of IFX for RA, with even fewer ' c9u, 3. 225/379 treatment response. Among authors that reported study design, 5 stated using a
studies on IFX biosimilars.® ' prospective analysis and 6 used a retrospective method.

- Fi 1. Chroni Biosimilars of Remicade Launch Date CT-P13 (n=5): disease progression 60%, AE 20%, lost to
== Flgure 1. Lhronic Avsola (infliximab-axxq) July 2020 Valido, A registry (clinical follow-up 20% . . .
T J!(r;:’lrirgrer]\cg’lc’lr?]ﬂ;nd Renflexis (infliximab-abda) July 2017 2019 Portugal Elme data) n=16 Following DC: 1 pt reinitiated RP, 3 switch to different S RECEAD(AE Strengths and LI mltatlons
|+ resulting in Ixifi (infliximab-qbtx) not launched MOA
functional decline Inflectra (infliximab-dyyb) Nov 2016 ] ] Strengths
Table 1. Three IFX biosimilars in the United States Sung, YK Couth Kore X RP. CT-P13 registry, medical | total n=100: IFX RP AE: RP 38%; CT-P13 19% EGC r(sgz I;ecasg\:‘e)ra:mZR;/:)A@RIZT’;SC;%';1?:T(4§’1§/(°;3 %) o Provides a scope of coverage of literature on the SW/DC outcomes of IFX and

2017 ’ records 45, CT-P13 55 DC due to effectiveness only reported for RP . examines how research was conducted around this topic.
ObjeCtlveS >2yr retention: RP (36.9%); CT-P13 (52.6%); p=0.98 o Serves as a precursor to large-scale comparative studies by identifying relevant

Bulgaria, Czech CT-P13 (n=20): AE 35%, therapeutic failure 25%, SW/DC outcomes, drug comparators, and study methods.
o Observational studies are noninterventional and provide RWE on use patterns.

To conduct a scoping review of observational studies investigating real-world Codreanu, C
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evidence (RWE) on the switching and discontinuation patterns of IFX biosimilars in 2018 RR?)?:::; TIP3 clinical data n=s1 noncomplIancgéoﬁftﬁgﬁs\fj_ig/zgiﬁonsor R DC: CT-P13 (13%) Limitations

patients with RA. Findings will support the design of future comparative ' ) o Studies with a smaller sample may not represent the overall patient population.
effectiveness and safety research studies and elucidate opportunities in IFX’s Boone, NW medical records, | total n=9: nocebo * 1ptwith nocebo response o Scoping reviews do not critically appraise included studies and do not assess the
treatment landscape. 5018 Netherlands CT-P13 other ’ n=’1 (after SW to CT-P13) reinitiated risk of bias.

RP o Findings do not reflect the clinical impact of the 2021 American College of

ikiphorou, : ) - _ otal n=4: antidrug Ab prior to CT- infusion 6, |, p— o . 0): ;
2015 Finland CT-p13 e CEIED 0 n=15 subjective reasons 25% DC: CT-P13 (26.7%) switched to other biologics

o Acomprehensive literature search was conducted in three databases (i Future Direction
PubMed, Embase, and Web of Science). The most recent search was N 0 0 ] 0 * Restart RP (80%), TNFi switch
executed on February 18, 2021. Avouac, J France CT-P13 medical records n=31 inefficacy 80%, AEs 8%, lost EO follow-up 10%, pregnancy |, DC at last visit: CT-P13 (23%) (8%); Switch to new MOA (3%); . . _ _ o
) W o . . 2018 2% Biologic-free (8% o New biosimilar therapies are continually introduced to the market. It is important to
o Inclusion criteria: observational studies published between 2015-2020 iologic-free (8%) . 2 Lo .
. L . : : L assess the RWE on the longitudinal utilization patterns of biologics, including IFX, as
examining switching and/or discontinuation outcomes of IFX biosimilar IEX cohorts: they are integrated into clinical practice
Er;c?tljgifnmcrai]’;l:il;Pigﬁ?;vﬂlhh Z:tol:dies RCTs, cost analyses (unless sub- Fisher, A N R ETEE aims (2016) 3190, (2017) * RPto biosim (20.5%); ) o Trends and study methods observed in this review will be used to inform the design of
© s ' ' P yse 2020 3341, (2018) 3360, * RPto another biologic (<5%) a retrospective, descriptive observational study using administrative claims from the
analysis), biomarker studies, off-label indications, case series or reports (2019) 3212 distributed research network of BBCIC
o Literature search, screening, review, and data charting were conducted by a oC. 1 (66.9%); naive (68.1%): switch (57.9%) '
primary reviewer. Quality assurance was performed by two additional Kim, TH South Korea CT-P13 medical records n=154 (87.7% naive, | inefficacy 52%, As 12%, loss to follow-up 9%, pregnancy |, 5- .rc;\l/ﬁ\r/?val' o;/e:ailrzzglzcy)' .na'l?v:as(\:lwl CZ‘V)' S;Nitoch (52.9%);
reviewers. 2020 12.3% switched) 4%, remission 0%, drug holiday 16%, other 9% p=y0 61 ' =7 e = ACkn OWIngement
o) . - Bansback, N _ IFX-dyyb 536/2728 _ This research project is supported by the Biologics and Biosimilars Collective Intelligence
= Records identified from ' Us IFX-dyyb, IFX RP registr Yy ' «  20-mos crude persistence: IFX-dyyb (80%): RP (75%); p=0.02 - Caf g -
3 PubMed, Embase, and Web of : Duplicate records removed 2020 Yy SR RP 2192/2728 P yyb (80%) (75%); p Consortium (BBCIC), a non-profit, multi-stakeholder collaborative.
% Science (n=1130) (n=244) Layegh, Z Remsima transitioned | medical records  DC: Remsima (13%) * 2-yr SW: Remsima to other Refe rences
= 2019 Netherlands from RP other n=4l1 Remsima n=1 AE (lung malignancy) e 2-yr persistence (87%) TNFi 4%
Yazici, Y . n=697 (92 switchers, . . _ . 1. Hunter TM, Boytsov NN, Zhang X, Schroeder K, Michaud K, Araujo AB. Prevalence of
Records excluded after 2018 Turkey IFXRF, CT-P13 claims 605 continuers) * DC: Continuer (33.9%); switcher (87.5%); P<0.001 *  Switchers (81.5%) rheumatoid arthritis in the United States adult population in healthcare claims databases,
—) title/abstract screening (n=779 2004-2014. Rheumatol Int. 2017:;37(9):1551-1557. doi:10.1007/s00296-017-3726-1
Records screened (n=3886) 9 ( ) Yazici, Y Turke X RP. CT-P13 i IFX n=575,  DC: IFX (42.1%); CT-P13 (62.8%); p<0.001; sensitivity analysis |* SW: RP (23.5%) vs CT-P13 | - ( )
= 2018 Y ' claims CT-P13 n=204 confirmed DC rate: IFX (43.2%) vs CT-P13 (72.1%), p<0.001 (35.8%), p<0.001 2. Rheumatoid Arthritis (RA) | Arthritis | CDC.. -
-g Excluded studies without I 013 ancitioned. | medical record . DC CT-P13 n=47- 79% restarted ?;tsjéliwvzv;v.c;%c;?ov/arthrltls/ba3|cs/rheumat0|d-arthr|t|s.html#treatment. Accessed
g SW/DC outcomes of IFX 201yS ’ Netherlands o ::n;; ‘one eclilr::iialedca:)ta > n=75 CT-P13: inefficacy 55%, AE 23%, combination 21% « 6-mos DC: CT-P13 (24%); p=0.78 between diseases RP, 15% SW to another y <, '
n — biosimilars (n=92) ° biologic, 6% biologic-free 3. Chen YF, Jobanputra P, Barton P, et al. A systematic review of the effectiveness of
Records for full-text review - adalimumab, etanercept and infliximab for the treatment of rheumatoid arthritis in adults
N _ new users (RP vs CT-P13): inefficacy (18 vs 5%), AE (9.1 vs [* 2-yr DC: RP (62%); CT-P13 (30%) and an economic evaluation of their cost-effectiveness. Health Technol Assess.
(n=107) Additional articles from manual o IFX RP, CT-P13 (new . ) o o . o o . o , o/\. T :
 — . Nikiphorou, E . o . . n=123: RP 105, CT 5%), Ab (2 vs 5%), policy (24 vs 10%), other (8.8 vs 5%); 2-yr SW: RP (24%); CT-P13 2006;10(42):iii-229. doi:10.3310/hta10420
screening (n=3) 5 Finland initiation; switched clinical data . e ep o o N : . o ’ ' P
019 from RP) P13 18 RP to CT-P13 switchers): inefficacy (3.2%), AE (5.4%), Ab |+ CT-P13 new initiators had better 2-yr survival vs RP; RP to CT- (10%) . o . . .
(2.1%), SW 6.5%, unknown 4.3%, other (2.2%) P13 Switch had better survival than CT-P13 new initiators 4. Ingrasciotta Y, Cutroneo PM, Marciano |, Giezen T, Atzeni F, Trifiro G. Safety of
biologics, including biosimilars: perspectives on current status and future direction. Drug
o _ — . . . . _ - _ _ _
© — — | Vergaraz[(;ir;gond, C Spain IFX RP, CT-P13 clinical data n=13: 7n?/;/‘|tcfr1ers, 6 DC due to AE: CT-P13 (14.3%); RP n=0 Saf. 2018;41(11):1013-1022. doi:10.1007/s40264-018-0684-9
= Studies included in this review continuers 5. Choi S, Ghang B, Jeong S, et al. Association of first, second, and third-line bDMARDs
(- — H - . . . ° H H . 00 H . . g . g . .
- (n=18) Klzrg,leSSC South Korea IFX RP, IFX biosim medical claims total n n7_297§éb|05|m * |FX biosim uptake increased to 19% (11/2012-03/2014) ?:gr:r;:sers. 41% switched zpclltsal\ipr\eRa? Wgndd;:?t'i;rvg:;?nm:;/?r?zrfq%?Itrl,;/ezrg;urgf(f;%gg%rg;s patients: Cohort
= udy i W ing. i iti um. ; :685-691.
Abbreviations: Ab: antibody, AE: adverse effect, biosim: biosimilar, CTZ: certolizumab, CT-P13: IFX biosimilar, DAS28: disease activity score, DC: discontinuation, ETN: etanercept, MOA: mechanism of action, pt: patient, RP: IFX reference product, SW: switching doi:10.1016/j.semarthrit.2021.06.002

Figure 2. PRISMA flow diagram. Table 2. Switching and discontinuation study outcomes of IFX biosimilar
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