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BAFF, B-cell activating factor belonging to the TNF family; CD, cluster of differentiation.
Society of Transplantation and the American Society of Transplant Surgeons. Winiarska M, et al. Front Biosci 2011;16:277i 306.
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Different but overlapping?

Rituksimab Okrelizumab Obinutuzumab
Kimerik IgG, Humanize IgG,; Humanize IgG,
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1. Polyak MJ, Deans JP. Blood 2002;99:3256i 3262; 2. Morschhauser F, et al. Ann Oncol 2010;21:1870i 1876; 3. Klein C et al. mAbs 2013;5:22i 33.
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Characteristics of type | and Il anti-CD20 monoclonal antibodies.

Typel

Type Il

Established mAb

Rituximab [1]
Ofatumumab [2]
Ocrelizumab [3]
AME133v46 [4]
PRO131921 [5]
TRUO15? [6,7]
Veltuzumab [8]

Obinutuzumab [9]
Tositumomab [10]
11B8 [11]

In clinical or trial use in RA and/or SLE Rituximab Obinutuzumab
Ofatumumab
Ocrelizumab

Redistributes CD20 Yes No

Internalization of anti-CD20 mAb complexes

Yes, but highly variable

To a small extent and significantly less than rituximab

Homotypic aggregation Weak Strong

CD20 tetramer to mAb binding ratio 1:1 2:1

cDC Potent Weak

ADCC Yes Yes

ADCP Yes Yes

DCD Apoptosis Nonapoptotic lysosome-mediated cell death

*TRU-015 is a single-chain Fv generated from 2H7 linked to human IgG1 but devoid of CH1 and L domains. The original mAb was type | [12] Abbreviations: RA, rheumnatoid arthritis; SLE,
systemic lupus erythematosus; CDC, complement-dependent cellular cytotoxicity; ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cell phagocytosis; DCD,

direct cell death.

Drug Discovery Today * Volume 21, Number 8+ August 2016
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Tumour necrosis factor inhibition versus rituximab for @ ®
patients with rheumatoid arthritis who require biological
treatment (ORBIT): an open-label, randomised controlled,
non-inferiority, trial

Duncan Porter, Jurgen van Melckebeke, James Dale, C Martina Messow, Alexander McConnachie, Andrew Walker, Robin Munro, John McLaren,
Euan McRorie, Jon Packham, Christopher D Buckley, John Harvie, Peter Taylor, Ernest Choy, Costantino Pitzalis, lain B Mclnnes Lancet 2016; 388: 239-47
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Cost-effectiveness of
rituximab strategies in
rheumatoid arthritis

We read with interest the
Article by Duncan Porter and
colleagues (July 16, p 239),' and
the accompanying comment by
Tom Huizinga and colleagues
(July 16, p 213).? The results of this
head-to-head trial* showed that a
treatment strategy with rituximab
as a first-line biological drug was not
inferior to a strategy with inhibitors
of tumour necrosis factor (TNF), and
also suggested that this strategy
was associated with substantially
lower health-related costs. Even if
this economic assessment could be
debated, because it has been made in
the context of the UK health system
and is not necessarily transposable to
other health systems, the study is very
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Huizinga and colleagues suggest in
their comment that the side-effect
profile of rituximab is different from
a TNF inhibitor, especially because
of the theoretical risk of progressive
multifocal leukoencephalopathy.
However, it is a very rare complication
that almost exclusively occurs in
patients who have received highly
immunosuppressive drugs, and
can also occur with other biological
drugs.*® By contrast, the risk of
tuberculosis associated with anti-
TNF is not negligible, even after
antibiotic prophylaxis, and this risk
of tuberculosis does not seem to be
increased with rituximab. Therefore,
low-dose rituximab, either from the
start of treatment or after a first course
at full dose, could be considered in
patients with rheumatoid arthritis
as a first-line option of biological
treatment, especially in developing
countries where health cost is a
considerable issue and where the risk

of tuberculosis remains. The arrival
of rituximab biosimilars will decrease
the cost of this low-dose rituximab
strategy, and help to make biological
treatment available worldwide for all
patients with rheumatoid arthritis
who need it.
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Brief Report

VARIAR Study: Assessmment of Short—termm Efficacy and Safety of (!')Cmsstk
Rituxirmab Compared to an Tumor Necrosis Factor Alpha Aantagonists

as Second-line Drug Therapy in Patients Withh Rheurmatoid Arthritis

Refractory to a First Tumor Necrosis Factor Alpha Antagconistc™

Viceng Torrente—-Sesarra,—'- Asuncion Acosta Pereira.,” Rosa Morla,.c José Misuel Rui=, '

Baseline Sociodemographic and Clinical Variables.

Rituximab 2 TNF Total
(n=54) (n=49) (n=103) . o A A .
Prospektifa | | { S22a&Kezli
Age (years) 58.0+14.1 509+123 57.4+13.0

Gender (female, %) 77.7% 67.3% 73.7% Biranti-TNFR A NJR®rodt &0 | € |
Duration of RA (years) 5.7+3.2 6.1+29 58+36

DAS28 545415  518+£18 537417 RTXveya2.anti-TNF (2TNF) f Pe 2

HAQ 1.2+0.8 1.0+0.7 1.1+0.7

TIC 8.6+45 6.6 +4.1 !

SJC 8.8+4.1 75+3.7

ESR (mmHg) 41.0+24.1 387+229 40.5+264

CRP (mg/dL) 276+184  214+127 247+15.0 100%7

90%

Rheumatoid factor 80% 40 35.1 38.4
Titer (U/mL) 99.6+802 827+647 9124734 70%

% (positive) 70.2% 75.7% 72.8% 60% -

ACPA (positive) 50.2% 53.1% 51.4% 50%

Previous TNF 0% - - -
Etanercept 31% 32% 33% o]

Infliximab 25% 22% 26% 1o 257 e 23
Adalimumab 44% 46% 41% o '

Reason for discontinuing previous TNF 2T Fituximab Tora
-Primary inefficacy 93% 94% 93% Good Moderate ' No response
Secondary inefficacy 5% 0% 4%

Adverse effect and/or 2% 6% 3% No significant differences (P > .05) between the 2 groups
intolerance

Concomitant use of methotrexate 92.5% 77.5% 87.3% Fig. 1. EULAR response rate after 6 months. No significant differences (P>.05)

between the 2 groups. EULAR, European League Against Rheumatism.
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BRIEF REPORT

Impact of rituximab on patient-reported outcomes in patients
with rheumatoid arthritis from the US Corrona Registry

Leslie R. Harrold '"Z - Ani John? - Jennie Best” - Steve Zlotnick? - Chitra Karki? -
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