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. . . . Adalimumab Infliximab inum Trastuzumab Bevacizumab izum [Rituximab i 2
Large classification Quality attributes " ab Large classification Quality attributes Adalimumab (inflizimab :};“m Trastuzumab Bevacizumab iﬂm Rituximab .
A B Q R E R
Structures Amino acid -Binding to Fe FeyRI-binding
composition
. . FeyRIla-binding
Amino acid sequence
N- or C- terminal FeyRIIb-binding
amino acids —
FeyRIIIa-binding
Disulfide bonds
FeyRIIb-binding
Trisulfide bonds
Clg-binding
Thioether bonds
FcRa-binding
Free thiol .
-Fab function Soluble TNFo
— W
Tertiary structure . . Apoptosis inhibition
- targeting membrane
e TNFa
Thermostability Inhibition of soluble
Physico-chemical Molecular weight TNFo-induced
Properties IL-8 secretion
Absorbance Inhibition of TNFa- - - - - . , - - -
coefficient induced ELAM-1
/absorbance exprgssion
Isoelectric point LTa-induced IL-8 - - - F F - - -
secretory inhibition
Charge variants Inhibition of - - - - - - - - - . . - - R
proliferation using
Size variants HER2 high-
expressing cells
: : T Cellcyele - - - - - - - - - - - - - -
Glycosylation Glycosylation site distribution .
Apoptosis induction - - - - - - - - - . . - - -
Glycosylation rate . (HER2)
: Inhibition of HER2 - - - - - - - - - . . - - -
composition Inhibition of HER3 - - - - - - - - - - - - - -
Oligosaccharide | phosphorylation
profile Inhibition of AKT - - - - - - - - ..- - - - - -
E EEE =
glycosylation profile Inhibition of - - - - - - - - - -
O-linked | proliferation using
glycosylation profile VEGFR expressing
cells
Sialylation ‘ L VEGER-2 imhibition - - - - - - -
Biological Soluble TNFai- - - - - - - N N - N :
properties binding \-EGFA specific - - - - - - - -
-Binding to Fab Soluble TNFo- - - - - - - . R R . inhibition
binding kinetics VEGF neutralization - - - - - - - -
TNFa-binding ( é’DB 0)
2-bindin; - - - - - - - - - - - . - N . - =
HER2 g -Fe function FcyRIMla  reporter
— gene assay
VEGF-binding - - - - - - - - - - - -
e . ]
husnii R i - i ]
CDC activity
ADCP activity
. S
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o Bl fom, &,
FUROPE :\N M!WL'INI \A(,IN‘L i SCientifiC ConSiderationS in
Demonstrating Biosimilarity to a
Reference Product: Updated Guidance document:
eflection paper on a tallored clinical approach in Recommendations for Assessin . -
Blosimilar Gevelopment. - C\Tce! spproach essing Information and submission
the Need for Comparative ; for biosimil
Efficacy Studies requirements for biosimilar
Guidance for Industry biologic drugs (2025 - Revised
draft)

agreed by Biosimilar

21 Octaber 2024

th MIWP, BIWP a1l SAWP

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes anly.

This guidance is a draft version for consultation purposes onlv.l
Itis not to be implemented at this time.

v y
Comments and suggeshions regarding this drafi document should be submuited within 60 days of ! % y
publication in the Federal Register of the notice announcing the availability of the draft D 2025-06-10 ¥
Vx.w — A

Adopted by CHMP 16 Maren 2026

fat

gmdance. Submit electronic comments to hitps:/www regulations.gov. Submut written

i comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630
Kapwards | Refiction Paper, Slosimiler; Comparaiive icacy Study, Tellersd ciuien) Fishers Lane, Rm. 1061, Rockville, MD 20852, All comments should be identified with the

docket number listed in the notice of availability that publishes in the Federal Register

For quastions regarding this draft document, contact (CDER) Offic of Communications,
Division BfD'mE Information at (855) 543-3784 or 301-796-2400, or (CBER) Office of
Communication, Outreach and Development, 800-635-4709 or 240-402-3010

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

October 2025

"-hw, - Biosimilars )

Canada
https://www.ema.europa.eu/en/documents/other/refl https://www.fda.gov/regulatory-information/search-fda- https://www.canada.ca/en/health-canada/services/drugs-
ection-paper-tailored-clinical-approach-biosimilar- guidance-documents/scientific-considerations-demonstrating- health-products/biologics-radiopharmaceuticals-genetic-
development_en.pdf-0 biosimilarity-reference-product-updated-recommendations therapies/applications-submissions/guidance-

documents/draft-information-submission-requirements-
biosimilar-biologic-drugs.html
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ICH M18Di&E)

CH 2025.5(CICHOFTRR NEY U THRAR

harmonisation for better health

Final Concept Paper

MI18: Framework for Determining the Utility of Comparative Efficacy Studies in Biosimilar I C H M 1 8

Development Programs

S\ 4335 BRI 05 LCHIF ER LB BR DA A

Endorsed by the MC on 19 November 2025

\x ==
Type of Harmonisation Action Proposed 7 ’:l 0)*211‘%5_ aj.

This proposed new multidisciplinary guideline will outline the factors to consider when F k f D - h U H | H f C H
determining the utility of comparative efficacy studies (CES) in biosimilar development

ramework for Determining the Utility of Comparative
programs mntended to support regulatory approval. It will also describe the conditions under . . . . . .
which similar efficacy and safety and an acceptable immunogenicity profile can be ensured Eff y S d B I D I p P g
should such trials be deemed unnecessary. The guideline will describe how these factors may I Ca C t u I eS I n I O SI m I a r eve O m e n t ro ra m S
be applied in determining the utility of CES and provide gmidance for tailored biosimilar
development programs (without CES), to facilitate consistent global expectations early in

biosimilar development when planning for CES typically occur . C E S 0) ’/Z\ ,l-ﬂz % ¥|J H_é ﬁ_g— 5 7:_: &) 0) EIZIIJ H_{ﬁ Ei_%

Background to the proposal and Statement of the Perceived Problem

o B CESZEMURVEEI(IC. BRE. TR URER 4
suppotregultory appoval of blosimilars A experince wihthe dselopment andapproval TOT7AIVCEIEBH RN EEEDLSITIBIR T B H

required to differentiate between products with differences i quality aftributes, mcluding
physicochemical, structural and functional attributes. Additionally, modern analytical

technologies have the sensitivity to discriminate differences between biosimilars and their https://database.ich.org/sites/default/files/ICH_M18_Final_Concept_Paper_MCEndors
reference products, providing assurance about their clinical performance thereby leaving little
residual uncertainty. Therefore, CES may not provide useful information, yet require ed_202 5_1 119. Ddf

Historically, CES have been a default expectation as part of a biosimilarity assessment to

substantial time and resources m biosimilar development programs.

Over tume, this has led to mcreasing calls from mdustry, acadenma, and regulators 1n support of
streamlining biosimilar development by eliminating the default expectation for CES. For
example, multiple publications of accrued clinical study data have shown that CES results were
consistent with analytical similarity data, did not inform approvability, and required extensive
resources to conduct. [Refs 1, 2, 5, 6, 8, 9]. Additionally, an increasing number of regulatory
health authorities have 1ssued updated guidelines to reflect the position that CES are not
generally necessary [Refs 3, 4, 5, 11, 14, 15, 17, 18, 19].

The performance of CES that are not scientifically warranted involves the use of valuable

resources, including clinical trial participants for studies that do not provide additional
nformation, and potentially discourages biosimilar development.
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#1% (interchangeability) (CE95EIR])

v R EEE R EE
v 2024£E6A(Cinterchangeability i145 > AN eRET

(interchangeable) ¢UTHERRZFDITHICSWitchingilBRNE K

(SwitchingslBR(F—AZAYCEAE ., B LU CmB R CERPRIERT — YD & ETHE)

DRI ZDHETENE

UIEZHD | UIBEZRRL

https://www.fda.gov/media/179456/download Herndon TM, et al. (2023) PLoS ONE 18(10):

(0] Weight Risk Difference
Switch Treatment Period (9 5 /OCI (%) Estimate (95% C)
STP-01 (adalimumab) 0/101 17101 ! 09 -0.01(-0.04 10 0.02)
C . d . . STP-02 (adalimumab) 0/63 0/127 —e 1.4 0.00 (-0.02 t0 0.02)
s STP-03 (adalimumab) 0/63 1/126 — 08 -0.01(-0.04 t0 0.02)
onsiderations in STP-04 (adalimumab) 0/56 0/109 ' - | 09 0 (-0.03 to 0.03)
. STP-05 (adalimumab) 0/52 1/106 ' . { 001
Demﬂnstl‘at]ng STP-06 (adalimumab) 0/166 0/159 0.00 (-0 01 ta 0 01V
STP-07 (adalimumab) 0/146 0/148
Yo, . STP-08 (adalimumab) 0/118 0/120
Interch ‘ﬂngeablllt‘ With a STP-09 (adalimumab) 0/133 0/135
v STP-10 (adalimumab) 1/120 0/127
- - . P STP-11 (adalimumab) 0/126 0/130
Reference Product: Update STE12 by o138 o
. i STP-13 (adalimumab) 0/77 0/79
Guidance for Industry STP-14 (adalimumab) 01237 01230
STP-15 (adalimumab) 0/125 0/127 | :l:
STP-16 (adalimumab) 1/108 1/213 / L
} . STP-17 (adalimumab) 0/108 0/216
DRAFT GUIDANCE STP-18 (adalimumab) 1/190 1/93 s oo
STP-19 (adalimumab) 0/100 0/189 *
This guidance document is being distributed for comment purposes only. STP-20 (epoetin alfa) 5/301 6/304 \\
STP-21 (epoetin alfa) 10/212 9/206 y
Comments and suggestions regarding this draft document shovld be submitted witiin 60 days of STP-22 (etanercept) 0/96 0/151
publication in the Faderal Register of the notice amnouncing the availability of the draft %
guidance. Submit electronic comments to itps /vt resulations sov. Submit writien STF-23 (tanorcept) D110 94150 (e y, AN \ =
; c - . STP-24 (etanercept) 0/166 0/175 1 M1
comments to the Dockets Management Staff (HFA-303). Food and Drug Administration, 5630 STP-25 (etanercept 0/119 11126 *
Fishers Lane, R, 1061, Rockvalle, MD 20852, Al comments showld be identified with the & Pl 4 = (@
docket number listed in the notice of svailability that publishes in the Federal Register STP-26 (filgrastim) 0/109 0/52
STP-27 (infliximab) 0/94 0/101 —
For questions regarding this draft document. contact (CDER) Office of Communications, STP-28 (infliximab) 0/119 0/121 N I == =5 Py N\
Division of Drug Information a 43-3784 or (301) 7963400, or (CBER) Office of STP-29 (infliximab) 0/144 1/158 =3
Communication, Outreach and Development, 800-835-4709 or 240-402-8010. STP-30 (infliximab) 0/84 0/90 E n’ lJ\
STP-31 (infiiximab) 0/241 0/241
STP-32 (infliximab) 0/183 0/197
STP-33 (infliximab) 0/55 0/54
. ) STP-34 (infliximab) 0/55 0/56
S Departmentul Healdh and Human Services STP-35 (infliximab) 0/143 0/143
Center for Drug Evaluation and Research (CDER) STP-36 (nflximab) 0/126 0/126
Center for Biologics Evaluation and Research (CBER) STP-37 (insulin glargine) 0/64 1/63 L +
STP-38 (rituximab) 0/109 0/64 —e
June 2024 STP-39 (rituximab) 0/20 0/38 ,
Biosimilars STP-40 (rituximab) 0/103 0/110 g 0.00 (-0.02 t0 0.02)
STP-41 (rituximab) 0/103 0/104 — 0.00(-0.02 10 0.02)
STP-42 (rituximab) 0/63 0/62 - 07 0.00 (-0.03t0 0.03)
STP-43 (rituximab) 0/57 0/59 ———— 06 0.00 (-0.03 to 0.03)
STP-44 (trastuzumab) 31171 0/171 —— 13 0.02 (-0.01 t0 0.04)
Total . 2115252 23/5770 . 100.0 -0.00 (-0.00 to 0.00)
Test for heterogeneity: ;°=5.96, df=43, P=1.00
Test for overall effect: 2=-0.15, P=0.88 02 015 o1 2005 o 0.05 o1 015 02
Favors No Switch Favors Switch

€0292231.https://doi.org/10.1371/journal.pone.0292231
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