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Supplementary Table 1: Comparison of administration devices, strengths and pharmaceutical forms of approved biosimilar monoclonal antibodies

.. . Amgevita, Hulio,
Administration . . . . .
device Strength Pharmaceutical form Humira Halimatoz, Imraldi, Amsparity
Hefiya, Hyrimoz Idacio
Vial 40 mg (50 mg/ml) Solution for injection (sc) v v v
Adalimumab PFS 20 mg (50 mg/ml) Solution for injection (sc) v v
PFS 20 mg (100 mg/ml) Solution for injection (sc) v
PFS 40 mg (100 mg/ml) Solution for injection (sc) v
PFS 40 mg (50 mg/ml) Solution for injection (sc) v v 4 v
PFS 80 mg (100 mg/ml) Solution for injection (sc) v
Pre-filled pen 40 mg (100 mg/ml) Solution for injection (sc) v
Pre-filled pen 40 mg (50 mg/ml) Solution for injection (sc) v v v v
Pre-filled pen 80 mg (100 mg/ml) Solution for injection (sc) v
Adrr.nmstratlon Strength Pharmaceutical form Remicade Flixabi, Remsima
device Inflectra, Zessly
Infliximab Vial 100 mg (100 mg/ml) Powder for concentrate for solution for infusion (iv) v v v
PFS 120 mg (120 mg/ml) Solution for injection (sc) v
Pre-filled pen 120 mg (120 mg/ml) Solution for injection (sc) v
Blitzima,
Ritemvia,
Adrr.nmstratlon Strength Pharmaceutical form Mabthera Rl.xa.thon,
device Riximyo,
Ruxience,
Rituximab i
Truxima
Vial 100 mg (10 mg/ml) Concentrate for solution for infusion (iv) v v
Vial 500 mg (10 mg/ml) Concentrate for solution for infusion (iv) v v
Vial 1400 mg (120 mg/ml) Solution for injection (sc) v
Vial 1600 mg (120 mg/ml) Solution for injection (sc) v




Administration

Herzuma,
Kanjinti, Ogivri,

device Strength Pharmaceutical form Herceptin Ontruzant, Zercepac
Trastuzumab Trazimera
Vial 150 mg (21 mg/ml) Powder for concentrate for solution for infusion (iv) v v v
Vial 420 mg (21 mg/ml) Powder for concentrate for solution for infusion (iv) v
Vial 600 mg (30 mg/ml) Solution for injection (sc) v
Administration Mvasi, Zirabev,
A Strength Pharmaceutical form Avastin Aybintio,
) device .
Bevacizumab Equidacent
Vial 100 mg (25 mg/ml) Concentrate for solution for infusion (iv) v v
Vial 400 mg (25 mg/ml) Concentrate for solution for infusion (iv) v v
Adrr.nmstratlon Strength Pharmaceutical form Enbrel Nepe.xto, )
device Benepali, Erelzi
Vial 25 mg Powder for solution for injection (sc) v
Vial + PFS 10 mg (10 mg/ml) Powder and solvent for solution for injection (sc) v
Etanercept Vial + PFS 25 mg (25 mg/ml) Powder and solvent for solution for injection (sc) v
PFS 25 mg (50 mg/ml) Solution for injection (sc) v v
PFS 50 mg (50 mg/ml) Solution for injection (sc) v v
Pre-filled pen 25 mg (50 mg/ml) Solution for injection (sc) v
Pre-filled pen 50 mg (50 mg/ml) Solution for injection (sc) v v




Supplementary Table 2: Immurogenicity

(INN) ab)
Halimatoz / Hefiya Rixathon/ | Blitama / Trsdma
|Pts with Nab positive samples at any time (85 vs EU vs US) 9. 7% 4% vs66.21 59.0% vs 60.8%* e 6.0% vs 70.0% vs 35.0%* * B3.3% vs 85.7% vs 81.8%**|  19.6% vs 23.0% of total No subjects tested positive Ne NP 37%vs 1.2% NP NA NA NA NP NP 0% vs /7% No subjects tested positive
i

* BMP EU and US pooled results

NA: not applicableor not done




PK: ADA-

Ph3: at any time upto / or before switch

* RMP EU and US pooled results
**last time point of study
*#* proportion of patients positive for ADA

NP: data

not presented in EPAR

NA: not applicable or not done

Development program (main studies)
Amgevita

Phase 1 PK bridging study 20110217 in healthy volunteers (Amgevita vs. EU-ada vs. US-adal, Phase 3 study 20120262 in patients with moderate to severe RA (Amgevita vs. EU/US-ada 26 ) Phase 3 study 2012
i D) dE

ADA Assays Format Binding and b

Hulio
ADA Assays Format Binding and Ab Neutralizing Ab

was ABP 501, 25 the binding antibody
Type of assays: NA

. EU-ada 16 wks. 52 wks)

Us-ada 24 wks

Phase 1 PK -001 v EU-ada vs. Us-ada), Phase 3 study. 003 (Hulio vs. US-ada

Type of assays: NA

imraldi Phase 1PK 1NHY EU-ada vs. US-ada), Phase 3 study SB5-G11-RA in patients with moderate to severe RA (Imraldi v. EU-ada 24 wks - represented - and re-randomization to 52 wks)
ADA Assays and Ab Neutralizing Ab i ligand-binding 1) assay in both Humira- and $35-treated patients.
assessed TNF-a binding to by binding assay
Amsparity. 2 Phase 1 PK bridging study and 85381001 + B5381007 in healthy volunteers (Amsparity vs. EU-ada vs. US-ada), Phase moderate R . EU-ada 26 wks - represented - and re-randomization to 76 wks)

ADA Assays Format Binding and Ab Neutralizing Ab

Type of assays: NA

Halimatoz  Hefiya / Hyrimoz Phase 1K 7104 £U-ada vs. US-ada), Phase 3 study GP17-301 in patients with moderate to severe s (Halimatoz vs. Pooled £U-ada /US-ada 16 wks - represented - and re-randomization to 51 wks)
Phase 351 week data: BS: 35.8% s Humira (pooled): 45.1%
ADA Assays and Ab Neutralizing Ab £CL bric and Ligand binding assay
dacio / Kromeya Phase 1PK v . EU-ada vs. Us-ada), Phase 3 study EMR200588-002 n patients with moderate to severe Ps (1dacio vs. EU-ada 16 wks - represented - and re-randomization to 50 wks)
ADA Assays and Ab Neutralzing Ab 1) assay for DAs) and i
Fibabi Phase 17K 1 US-infliimab), Phase pa ixabi vs. wks - represented)
ADA Assays and Ab Neutralzing Ab ADA using 2 bridging, double antigen format ELISA assay = Bridging ELISA. specific for the antibodies to infiimab.
Zessly Phase 17K 1101 Usinfliimab), Phase 3 study GP11-301 in patients with moderate to severe RA (Zessly vs. EUinfliximab 30 ws  represented - and re-randomization to 54 wks
ADA Assays Format Binding and Ab Neutraliing Ab two ECL were used for the detection of antibodies. Forph3:a used: ECL
NADA: two cell-based assays were used in phi and one cell-based assay for ph 3
inflectra / Remsima Phase 1 PK study CT-P13 1.1in AS patients (Inflectra vs. EU-inflximab 54 wks), Phase 3 study CT-P13 3.1in wks - represented)
ADAAssays and Ab Neutralzing Ab (z) using tagaed CT-P1 binding assay
Myasi Phase 1 PK bridgingstudy 201 EU-beva vs. US-beva), Phase 3 study 20120265 in patients with advanced non-squamous NSCLC (Mvas vs. EU-beva 19 wks - represented)
ADA Assays and Ab Neutralzing Ab (ECL)-based bl of binding to ABP 215 Assay).
positive tested in a non-cell based target binding assay to determine neutralsing activty against ABP 215
Phase 1 PK bridging study 87391001 in healthy volunteers (Zirabev vs. EU-beva vs. US-beval, Phase d LC (zirabev vs. EU-beva 19 wks - represented)

ADA Assays Format Binding and Ab Neutralizing Ab

Ruxience
ADA Assays Format Binding and Ab Neutralizing Ab

Type of assays: NA

Phase 1 pat Phase 3 study
Type of assays: NA

D20+ LTB-FL (Ruxience vs. EU-rituximab 52 wks - represented)

The assay used is the same as used for Zessly treated subjects in Phase |

Rixathon / Riximyo Phase 1 study GP13-201 in patients with RA (Rixathon vs. EU-rituximab), Phase 3 FL (Rixathon vs. EU-rit ion 24 wks
ADA Assays Format Binding and b (ACE) ELISA for detection of fituximab in human R and (ECL) bridging. detection of antibod fitwximab in human FL serum were used.
In order to determine C) of T of NAb in FL serum,
Blitzima / Truxima/ Ritemvia Phase 1 study CT-P10 1.1 (Blitzima vs. Mabthera 24 wks CT-P10 1.3, Phase 3 study CT-P10 3.2 in patients with RA (Blitzima vs. Mabthera vs. Rituxan 24 wks - represented - and extension), Phase 1/3 study CT-P103, (Bitzima vs. Rituxan 12 wks
ADA Assays Format Binding and Ab Neutralizing Ab Type of assays: NA; state of the art nad validated immunoassays
Ogivii Phase 1PK v . US-Herceptin), y positive MBC (Ogivi vs. 2 ngl ]
ADA Assays Format Binding and b ligand bindi fated and s-tagged d or Hercept the platform. This technology to release any anti-drug. anti-H b i
NADAS: validated cell based assay
Trazimera Phase 1PK in healthy i vs. EU-Herceptin vs. US-Herceptin), Phase 3 study B3271002 in patients with HER-2 positive MBC (Trazimera v, ment to 53 wks - ted), Phase 3 study positive EBC (T vs. EU-Herceptin

ADA Assays Format Binding and Ab Neutralizing Ab

Ontruzant
ADA Assays Format Binding and Ab Neutralizing Ab

ADA Assays Format Binding and Ab Neutralizing Ab

Type of assays: NA

Phase 1 PK
Type of assays: NA

ptin vs. US-Herceptin), Phase pai

Phase 1 yCT-PE 15 v
Type of assays: NA

US-Herceptin), Phase 3 study CT-P6 3.2 in patients with HER-2 positive EBC (Herzuma vs

52 wks after surgery ongoing - represented)

positive EBC or LABC (Ontruzant vs. £U-Herceptin: neoadjuvant period, then adjuvant period to 52 wks after surgery -represented)

Kaniinti Phase 1 PK bridging study 20130119 in healthy volunteers (Kanjinti vs. £U-Herceptin vs. US-Herceptin), Phase 3 study 20120283 in patients with HER-2 positive EBC (Kanjinti vs. £U-Herceptin:
ADA Assays Format Binding and Ab Neutralizing Ab Avalidated ECL bridging immunoassay was used to detect antibodies capable of binding ABP 980, ) or Al for binding ADAS were assessed for neutrali ibod ble of binding to ABP 980, ) or target binding assay.

Benepali Ph L b 1NHV: i P, (Benepali vs EU vs US Enbrel) Ph 3 study SB4-G31-RA in patients with mod/sev RA (Benepalivs EU Enbrel) up to week 52
ADA Assays Format Binding and Ab Neutralizing Ab Type of assays: NA

Erelzi
ADA Assays and Ab lizing Ab Ph1 : randomized 2 single dose PK, HV (Erelzivs EU 5 Ph3 (Erelzi vs £U Enbrel) up to week 52
a ankLl to detect neutral bod
On type of assay * d i higher inter-assay both MS811022 and “This approach

. with free drug. Samples were then bound to corresponding biotinylated-drug and to sulfo-tagged drug to form an antibody complex bridge.

Applicant.
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