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ABsTrACT
Objective Immune complexes (ICs) play a critical role in 
the pathology of autoimmune diseases. the aim of this study 
was to generate and characterise a first-in-class anti-FcγrIIA 
antibody (Ab) VIB9600 (previously known as MEdI9600) 
that blocks IgG immune complex-mediated cellular 
activation for clinical development.
Methods VIB9600 was humanised and optimised from the 
IV.3 Ab. Binding affinity and specificity were determined by 
Biacore and ELISA. Confocal microscopy, Flow Cytometry-
based assays and binding competition assays were used to 
assess the mode of action of the antibody. In vitro cell-based 
assays were used to demonstrate suppression of IC-
mediated inflammatory responses. In vivo target suppression 
and efficacy was demonstrated in FcγrIIA-transgenic mice. 
Single-dose pharmacokinetic (pK)/pharmacodynamic study 
multiple dose Good Laboratory practice (GLp) toxicity studies 
were conducted in non-human primates.
results We generated a humanised effector-deficient 
anti-FcγrIIA antibody (VIB9600) that potently blocks 
autoantibody and IC-mediated proinflammatory responses. 
VIB9600 suppresses FcγrIIA activation by blocking ligand 
engagement and by internalising FcγrIIA from the cell 
surface. VIB9600 inhibits IC-induced type I interferons from 
plasmacytoid dendritic cells (involved in SLE), antineutrophil 
cytoplasmic antibody (AnCA)-induced production of reactive 
oxygen species by neutrophils (involved in AnCA-associated 
vasculitis) and IC-induced tumour necrosis factor α and 
interleukin-6 production (involved in rheumatoid arthritis). 
In FcγrIIA transgenic mice, VIB9600 suppressed antiplatelet 
antibody-induced thrombocytopaenia, acute anti-GBM 
Ab-induced nephritis and anticollagen Ab-induced arthritis. 
VIB9600 also exhibited favourable pK and safety profiles in 
cynomolgus monkey studies.
Conclusions VIB9600 is a specific humanised antibody 
antagonist of FcγrIIA with null effector function that 
warrants further clinical development for the treatment of 
IC-mediated diseases.

InTrOduCTIOn
Autoantibodies directed against self-antigens 
may drive debilitating, organ specific or systemic 

manifestations which can be life-threatening.1 Spikes 
in autoantibody titres and changes in autoantibody 
profiles have been associated with autoimmune 
disease onset and flares in disease activity.2 Immune 
complexes (ICs) are found in the circulation and 
deposited in afflicted tissues and organs.3 4 Engage-
ment of ICs with immune cells bearing Fc receptors 
can trigger cell recruitment and activation, local-
ised inflammation, adaptive immunity and tissue 
pathology.4 5 Despite improved clinical manage-
ment and the development of disease-modifying 

Key messages

What is already known about this subject?
 ► Immune complexes play a critical role in 
the pathology of a variety of autoimmune 
diseases. Immune complexes trigger FcγR-
mediated inflammatory responses that are 
primarily driven through FcγRIIA. A variety of 
challenges have precluded the development of 
a therapeutic targeting this receptor.

What does this study add?
 ► We generated a humanised effector-deficient 
anti-FcγRIIA antibody, VIB9600 which 
specifically binds to FcγRIIA and acts by both 
blocking ligand and internalising the receptor.

 ► We demonstrated that VIB9600 suppresses 
immune complex-mediated activation of 
immune cells critical in the pathology of 
multiple autoimmune diseases both in vitro and 
in vivo.

How might this impact on clinical practice or 
future developments?

 ► VIB9600 had a favourable pharmacokinetic and 
safety profiles in cynomolgus monkey studies 
and support its clinical development.

 ► VIB9600 may provide a first-in-class treatment 
option towards immune complex-mediated 
autoimmune diseases.
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drugs, current therapies predominately target individual inflam-
matory pathways and many autoimmune patients fail to achieve 
remission.6 Available treatments including those targeting B cells 
only have modest effects on autoantibody titres, and it remains 
unclear if they have any impact on IC deposition.7 Conse-
quently, interventions that block the engagement of ICs with 
FcγRs, antagonise activating FcγRs, or agonise inhibitory recep-
tors, have been pursued for their therapeutic potential.8–10 To 
date, however, no therapies directly targeting FcγRs have been 
successfully developed.

In humans, the receptors for the Fc region of IgG (FcγRs) 
include the activating receptors FcγRI, FcγRIIA, FcγRIIIA and 
FcγRIIIB and the inhibitory receptor FcγRIIB.8 The activating 
receptor FcγRIIA has low affinity (KD ~10−6 M) for monomeric 
IgG,11 12 but the increased avidity afforded by the higher valency 
of aggregated IgG ICs permit FcγRIIA binding, clustering and 
signalling.11 There are two common human variants of FcγRIIA, 
131 H and 131R, which exhibit differential binding toward 
IgG subclasses.13 Cross-linking FcγRIIA and phosphorylation 
of its immunoreceptor tyrosine-based activation motif triggers 
a signalling cascade that leads to multiple functional responses.5

FcγRIIA is an attractive target for therapeutic intervention as 
it is expressed on multiple immune cells that trigger pathological 
inflammatory responses.14 15 FcγRIIA has been specifically impli-
cated in systemic lupus erythematosus (SLE), where its expression 
on plasmacytoid dendritic cells (pDC) drives IC-mediated type 
I interferon (IFN) production16 17 and its presence on neutro-
phils promotes lupus nephritis following the passive transfer of 
human SLE sera.18 In ANCA-associated vasculitis (AAV), autoan-
tibodies targeting antigens exposed on neutrophils trigger FcγRI-
IA-dependent activation and tissue injury.19–21 ICs precipitated 
from rheumatoid arthritis (RA) may also trigger Fc-dependent 
induction of proinflammatory cytokines by monocytes.22

There are several challenges that need to be circumvented to 
facilitate the development of a therapeutic targeting FcγRIIA. 
With respect to specificity, it is noteworthy, that the extracel-
lular region of FcγRIIA shares 94% identity with the inhibitory 
receptor FcγRIIB,23 so exposed epitopes that distinguish these 
receptors are limited. The two FcγRIIA 131 H and 131R vari-
ants are located in the ligand binding site,13 24 so ligand-blocking 
antibodies would need to be high affinity and preferably bind 
both allelic variants to be effective in the presence of high serum 
concentrations of IgG. It is also important that the therapeutic 
does not agonise FcγRIIA, trigger Fc-mediated hypersensitivity 
or induce effector functions such as complement-dependent 
cytotoxicity (CDC) or antibody (Ab)-dependent cell-mediated 
cytotoxicity (ADCC).11

The aim of this study was to develop an antibody targeting 
FcγRIIA suitable for the treatment of patients with IC-medi-
ated disease. To that end, we generated VIB9600, a humanised, 
optimised, effector-deficient anti-FcγRIIA-specific antibody. We 
demonstrate that VIB9600 suppresses IC-mediated activation of 
immune cells critical in the pathology of multiple autoimmune 
diseases, and the pharmacology and safety data generated in 
non-human primate studies support its clinical development.

resulTs
Generation of VIB9600, a humanised effector-null FcγrIIA-
specific antibody with dual mechanism of action
IV.3 is a well characterised murine IgG2b mAb specific for 
FcγRIIA.25 To generate a humanised antibody suitable for clinical 
development, the IV.3 complementary determing region (CDR) 
regions of the heavy and light chains were initially grafted on to 

the closest human germline variable heavy chain (Vh) and vari-
able kappa chain (Vk) genes to generate Cam IV.3. Cam IV.3 
was then optimised by screening amino acid substitutions in an 
epitope competition assay (with IV.3) to identify variants with 
improved binding. The sequences of the optimised, human-
ised antibody, VIB9600 and its parents IV.3 and Cam IV.3 are 
shown in online supplementary figure 1. VIB9600 has signif-
icant improvement in binding to FcγRIIA 131 H and 131R 
compared with Cam IV.3, and a modest improvement compared 
with IV.3, as assessed by epitope competition (figure 1A) and KD 
affinity measurements (table 1), while retaining the specificity 
for FcγRIIA (figure 1B).

A triple mutation (TM) (L234F/L235E/P331S) incorporated 
in the heavy chain constant region of VIB9600 was included to 
reduce Fc-mediated effector functions.26 To verify that the TM 
prevents Fc-mediated effector functions, VIB9600 and a variant 
incorporating an identical Fab with wild-type IgG Fc (9600 
IgG1) were examined in ADCC and CDC assays. No notable 
ADCC or CDC was detected with VIB9600, whereas the variant 
with a wild-type Fc-induced cytotoxicity of FcγRIIA-expressing 
HEK cells in these assays (figure 1C), demonstrating that the TM 
renders VIB9600 effector null.

Next, we determined if VIB9600 has a competitive or 
non-competitive mode of action, by assessing the binding of 
VIB9600 to FcγRIIA-expressing neutrophils in the presence and 
absence of ligand. The presence of 10 mg/mL IVIG (pooled IgG) 
reduced the binding of VIB9600 to neutrophils from an EC50 of 
0.03 nM to 3.35 nM (figure 1D). This competition for binding 
between the antibody and ligand indicates that the antibody has 
a ligand-blocking mechanism of action.

We next sought to determine if engagement of VIB9600 
altered cell surface expression of FcγRIIA. Confocal micros-
copy indicated that incubation of VIB9600 with monocytes (1 
hour at 37°C) resulted in the internalisation of FcγRIIA, whereas 
another antigen, CD14, remained expressed on the cell surface 
(figure 1E). VIB9600-mediated internalisation of FcγRIIA was 
verified using a FACS-based whole blood assay on human mono-
cytes and neutrophils from donors with either a 131 H/H or a 
131 R/R genotype (figure 1F). To justify, cynomolgus monkey as 
a relevant pharmacology and toxicology species, we also demon-
strated that VIB9600 also reduced cell surface bound FcγRIIA 
on monocytes and neutrophils from cynomolgus monkey 
whole blood (figure 1G). Together these data demonstrate that 
VIB9600, has two significant modes of action: it blocks ligand 
and reduces the cell surface expression of FcγRIIA available for 
ligand engagement.

VIB9600 blocks autoantibody/IC-mediated inflammatory 
responses
Next, we assessed the capacity of VIB9600 to block IC-medi-
ated inflammatory responses driven by different cell types rele-
vant to autoimmune diseases. DNA/RNA associated ICs trigger 
pDC to produce the type I IFNs which are implicated in the 
pathogenesis of SLE.16 Using peripheral blood mononuclear cells 
(PBMCs) as a source of pDC, VIB9600 potently inhibited the 
induction of type I IFN induced by ribonucleoprotein IC (RNP-
IC) from healthy donors with either a 131 H/H or a 131 R/R 
genotype (figure 2A). IC can also trigger monocytes to produce 
TNFα and IL-6, key cytokines involved in the pathogenesis of 
RA.22 Compared with control antibody, VIB9600 inhibited the 
IC induction of IL-6 and TNFα in whole blood by approxi-
mately 60% and 80%, respectively (figure 2B). In AAV, autoan-
tibodies against cytoplasmic antigens such as MPO and PR3 lead 
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Figure 1 VIB9600 specifically binds FcγRIIA, competes with IgG for binding to FcγRIIA, causes receptor internalisation but fails to induce effector 
mechanisms. (A) Epitope competition data with IV.3 (mouse IgG 2b Ab), CamIV3 (humanised framework regions with IV.3 CDRs) and VIB9600 
(humanised and optimised IV.3) on both human FcγRIIA 131 H (left) and FcγRIIA 131R (right). Representative data from two independent experiments 
are shown. (B) VIB9600 binding to human FcγRs in an ELISA-based binding assay. Plots represent the mean±SD. A representative plot of two 
independent experiments is shown. (C) In ADCC and CDC assays, the effects of VIB9600 were compared with wild type control 9600 IgG1 and isotype 
control IgG (R347-Tm) as indicated. in the ADCC assay, primary NK cells (effectors) were incubated with adherent FcγRIIA-expressing HEK-293 cells 
(targets) for 5 hour, and % cytotoxicity was determined. For CDC assays, baby rabbit complement was incubated with adherent FcγRIIA-expressing 
HEK-293 cells (targets), and % cytotoxicity was determined after 1 hour. Plots represent the mean±SD. Representative plots of three independent 
experiments are shown. (D) Binding of VIB9600 and control Ab (R347-Tm) to human FcγRIIA-expressing neutrophils in the presence and absence of 10 
mg/mL IVIg (as indicated) was determined by flow cytometry (M.F.I). Representative data from two independent experiments. (E) Human monocytes 
were stained with CD14-Alexa 488 (green) and VIB9600-Alex 647 (red), and internalisation of FcγRIIA on human monocytes was visualised by 
confocal microscopy at time 0 and after culturing at room temperature for 1 hour. A representative image of three independent experiments is 
shown. (F) Available cell surface FcγRIIA on human monocytes and neutrophils in whole blood from healthy donors with either a 131 H/H or 131 R/R 
genotype (as indicated) was examined following a 2-hour incubation with VIB9600 or control Ab (R347-TM) by flow cytometry (M.F.I). (G) Similarly, 
cell surface FcγRIIA on cynomolgus monkey monocytes and neutrophils in whole blood was examined following a 12-hour incubation with VIB9600 
or control Ab (R347-TM) by flow cytometry (M.F.I). Representative data from three independent humans and cynomolgus monkey experiments are 
shown. Ab, antibody; ADCC, antibody-dependent cell-mediated cytotoxicity; CDC, complement-dependent cytotoxicity; TM, triple mutation.
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Table 1 Binding affinity of IV.3 and VIB9600 Fabs to human FcγRIIA

Fab Antigen
ka

(M−1 s−1)
kd

(s−1)
Kd

(nM)

IV.3 Human FcγRIIa 131 R 5.95×106 1.29×10–3 0.22

VIB9600 4.98×106 7.35×10–4 0.15

IV.3 Human FcγRIIa 131 H 3.03×106 6.81×10–4 0.22

VIB9600 2.60×106 3.37×10–4 0.13

to neutrophil activation, and the induction of reactive oxygen 
species (ROS) which induces tissue pathology.19 Pretreatment 
of neutrophils with VIB9600 inhibited anti- myeloperoxidase 
(MPO) and anti-proteinase 3 (PR3) antibody-induced super-
oxide production as determined using either ferri-cytochrome 
c reduction assay (figure 2C) or oxidation of dihydrorhodamine 
123 (DHR123) (figure 2D). VIB9600 also blocked ROS 
production from neutrophils stimulated with IgG-purified AAV 
patient’s sera seropositive for either anti-PR3 or anti-MPO anti-
bodies (figure 2E). Taken together these data demonstrate that 
VIB9600 can inhibit autoantibody and IC-mediated activation 
of inflammatory processes associated with autoimmune diseases.

VIB9600 does not adversely impact neutrophil function or 
agonise FcγrIIA in vitro
Neutrophils play a critical role in host defense by sensing 
infection and tissue injury and initiating an acute inflamma-
tory response.27 28 Therefore, it was important to determine 
if VIB9600 inadvertently activates neutrophils or otherwise 
impedes their function. Importantly, VIB9600 did not impact 
phorbol 12-myristate 13-acetate (PMA)-mediated ROS produc-
tion (figure 3A), Pam3CysSerLys4 (TLR2)-induced CD11b 
upregulation (figure 3B) or IL-8 mediated neutrophil migra-
tion (figure 3C). Finally, we examined the impact of VIB9600 
on antibody-dependent (anti-PsI mAb PsI0096) opsonophagic 
killing (OPK) of Pseudomonas aeruginosa, a clinically important 
antibiotic-resistant strain of bacteria.29 VIB9600 had a minimal 
impact on P. aeruginosa OPK, whereas blockade of FcγRIII 
significantly inhibited OPK activity (figure 3D). Together these 
data indicate that VIB9600 does not inadvertently impact 
neutrophil functions.

Crosslinking FcγRs has the potential to stimulate the secretion 
of inflammatory cytokines30 or induce immune hypersensitivity.31 
To assess the agonistic potential of VIB9600, whole blood was 
treated with 30 µg/mL of VIB9600, or ICs (positive control) for 
16 hours at 37°C, and changes in secreted protein expression 
were examined. Cross-linking FcγRs with IgG-IC or RNP-IC-in-
duced profound changes in the protein levels, however, there 
was no discernable difference between the protein profiles of 
untreated and VIB9600-treated samples (online supplementary 
table 1 and figure 3E). These data indicate that VIB9600 does 
not exhibit agonistic activity.

VIB9600 suppresses antibody-mediated pathology in FcγrIIA 
transgenic mice
Since FcγRIIA does not exist in rodents, we assessed the phar-
macology of VIB9600 in FcγRIIA transgenic mice. First, we 
demonstrated that VIB9600 transiently reduced FcγRIIA expres-
sion on platelets and neutrophils in a dose-dependent manner 
over a 4-day period (figure 4A). With 10 mg/kg of VIB9600, 
no free surface FcγRIIA was detected on platelets and neutro-
phils through 48 hours (figure 4A), which is consistent with 
the presence of circulating VIB9600 at that time (figure 4B). In 

FcγRIIA transgenic models of autoimmunity, VIB9600 inhibited 
antiplatelet-induced thrombocytopaenia, neutrophil infiltra-
tion in acute antiglomerular basement membrane (GBM)-in-
duced nephritis model and anticollagen Ab-induced arthritis 
(figure 4C–E). These data demonstrate a direct relationship 
between VIB9600 levels, FcγRIIA target engagement and effi-
cacy in IgG antibody-mediated autoimmune disease models.

Pharmacokinetic and exploratory pharmacodynamic and GlP 
toxicity studies of VIB9600 in cynomolgus monkeys
To establish the pharmacokinetic/pharmacodynamic (PK/PD) 
characteristics of VIB9600, a single ascending dose study was 
conducted in cynomolgus monkeys (online supplementary table 
2). The non-compartmental analysis indicated that the terminal 
half-lives for VIB9600 were 1.08–1.2 days in the 1 mg/kg group, 
increasing to 2.84–4.3 days in the 100 mg/kg group (figure 5A). 
The tendency for half-life to increase with dose is consistent with 
target-mediated elimination of the antibody. The PD character-
istics of VIB9600 were measured by flow cytometry to assess 
free FcγRIIA on the surface of cells. A single-dose of VIB9600 
induced a dose responsive and completely reversible reduction 
of FcγRIIA on monocytes (CD45+, CD14+) and granulocytes 
(side scatter/CD45+) (figure 5B,C). Notably, the rapid suppres-
sion and slower recovery of FcγRIIA expression mirrored the 
PK profile of VIB9600. These data indicate a strong and direct 
relationship between PK exposure and PD response in the form 
of FcγRIIA expression (figure 5A–C).

To assess the safety of VIB9600, we conducted a 3-month 
subcutaneous and intravenous GLP toxicity study (13 weekly 
doses up to 100 mg/kg and an 8 week follow-up, online supple-
mentary table 2). This GLP safety study did not result in any 
changes in body weight or platelet counts, and FcγRIIA levels 
returned to predose levels by the end of the study period (online 
supplementary figure 2). In addition, no adverse effects on other 
haematology, clinical chemistry, organ weight or histopathology 
were noted (data not shown).

dIsCussIOn
IC and autoantibodies targeting specific cells and tissues can 
engage Fc-bearing immune cells and drive leucocyte recruitment 
and local tissue pathology. We proposed that suppressing IC-me-
diated cellular activation by inhibiting FcγRIIA would provide 
an alternate therapeutic approach for the treatment of autoim-
mune conditions. Herein, we generated VIB9600, a humanised, 
optimised, anti-FcγRIIA antibody with null effector function that 
potently inhibits IC-mediated responses from multiple cell types 
that are believed to play a critical role in autoimmune diseases. In 
vivo studies demonstrate a direct relationship between VIB9600 
PK and target engagement, and safety assessments in vitro and in 
non-human primates support its clinical development.

To the best of our knowledge, no molecules directly targeting 
FcγRIIA have entered clinical development. Targeted therapeutic 
efforts that interfere with IC-mediated activation of FcγR have 
recently emerged. Recombinant FcγRIIB (SM101), which has the 
potential to sequester ICs, showed some efficacy in phase II clinical 
trials in immune thrombocytopenic purpura (ITP) and SLE.32 In 
addition, an anti-FcγRIIB Ab (SM201) has been designed to recruit 
FcγRIIB to trigger and enhance inhibitory signals.32 33 M230, a 
recombinant trivalent-IgG-Fc engineered for increased binding 
to FcγRs, was also reported to block Fc-mediated IC activation in 
preclinical studies.34 Potentially, M230 could block interactions 
with all FcγR, so its pharmacology and impact on the clearance 
of IC and opsonised pathogens will be of interest. FcγRs mediate 
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Figure 2 VIB9600 blocks autoantibody/IC-mediated inflammatory responses. (A) VIB9600 inhibited RNP-IC induced IFNα protein produced from 
human PBMC. Representative dose response curve from three independent experiments with human 131 H/H and 131 R/R donors are presented. 
(B) VIB9600 (30 µg/mL) inhibited Ig-IC-induced TNF-α and IL-6 protein in whole blood. Mean±SD percentage inhibition relative to no antibody are 
presented. *P<0.05, paired Student t-test. (C) VIB9600 inhibition of ANCA-induced neutrophil superoxide production measured by ferri-cytochrome 
C reduction assay. Human neutrophils were primed with 2 ng/mL TNF-α, with or without VIB9600 and stimulated with anti-MPO (left) or anti-PR3 
Ab (right): data represent the mean±SD (n=4 replicates) of ΔOD550–490 values. Representative plots from two independent experiments are 
presented. (D–E) Effect of VIB9600 blockage on ANCA-induced neutrophil activation in a DHR123 assay. (D) Experiment showing the oxidative burst 
of neutrophils activation from TNF-α-primed human neutrophils stimulated with an anti-MPO antibody (left) or an anti-PR3 antibody (right) and 
treated with the indicated reagents. Oxidation of DHR123 was measured by flow cytometry, and the data show changes in M.F.I. Data were generated 
from three independent experiments. Error bars represent the mean±SD. (E) Left: experiment showing the oxidative burst from TNF-α-primed human 
neutrophils stimulated with IgG isolated from AAV anti-MPO-positive patient sera and IgG isolated from healthy volunteer (HV) sera with and without 
VIB9600. Right: same experiment with IgG isolated from AAV anti-PR3-positive patient sera. DHR123 oxidation was measured by flow cytometry; 
data show changes in M.F.I. Data were generated from three independent experiments. Error bars represent the mean±SD. *P<0.05, **p<0.01, 
***p<0.001, paired Student t-test. AAV, ANCA-associated vasculitis; Ab, ANCA, antineutrophil cytoplasmic antibody; IL-6, interleukin-6; IC, immune 
complex; RNP-IC, ribonucleoprotein IC; Tm, triple mutation; TNF-α, tumour necrosis factor-α.
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Figure 3 Blockade of FcγRIIA by VIB9600 has no adverse effects on neutrophil function and has no impact on protein expression in a whole 
blood proteomic assessment. (A) Effect of VIB9600 on PMA-induced reactive oxygen species production measured by ferri-cytochrome c reduction 
assay. ΔOD550-490 values obtained from TNF-α-primed human neutrophils stimulated with PBS, PMA or VIB9600+PMA. A representative plot of two 
independent experiments is shown. Error bars represent the mean±SD from one experiment. (n=4 replicates). (B) Effect of VIB9600 on neutrophil 
activation. M.F.I values for the cell surface expression of CD11b which is the indication of neutrophils activation from human neutrophils treated 
with the indicated reagents. Error bars represent the mean±SD from three independent experiments. (C) Effect of VIB9600 on neutrophil migration. 
Migration index values (the ratio of the number of cells that migrated in response to the reagent versus the number that migrated without it) 
obtained from human neutrophils treated with the indicated reagents. Error bars represent the mean±SD from three independent experiments. (D) 
Effect of VIB9600 on antibody-mediated phagocytosis. representative data of three independent opsonophagocytic killing assays. VIB9600, anti-
FcγRIIB mAb or anti-FcγRIII mAb was preincubated with neutrophils. Dilutions of the anti-Psl antibody Psl0096, complement and luminescent bacteria 
were then added to each well and incubated for 120 min at 37°C. Relative luciferase units (RLU) were measured. The percent killing of Pseudomonas 
aeruginosa was calculated using the following formula: % Killing=100−([RLU experimental wells/RLU control wells]×100). Error bars represent 
the mean±SD. (E) Effect of VIB9600 in whole blood. There are five individual donors (each column) in each treatment group. Data were z-score 
transformed, and heatmaps were generated in R using the heatmap.2 function of the gplots package. Samples were clustered by condition, although 
the protein clustering structure was unsupervised. Ab, RNP-IC, ribonucleoprotien-immune complex.
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Figure 4 VIB9600 suppressed the FcγRIIA and antibody-mediated pathology in FcγRIIA transgenic mice. (A+B) The pharmacology of VIB9600 
was assessed in FcγRIIA transgenic mice. Mice were treated with 1 mg/kg or 10 mg/kg VIB9600 by intraperitoneal at day 0, blood was collected at 
day 1, day 2 and day 4 postinjection. (A) Free FcγRIIA on platelets and neutrophils in FcγRIIA transgenic mice was measured by flow cytometry at 
24, 48 and 96 hours after a single 1 mg/kg or 10 mg/kg intraperitoneal dose of VIB9600. (B) Serum concentrations of VIB9600 were measured by 
human IgG ELISA at 24, 48 and 96 hours after 1 mg/kg or 10 mg/kg intraperitoneal dose of VIB9600. (C) Effect of VIB9600 in FcγRIIA transgenic 
model of antibody-induced thrombocytopaenia. VIB9600 or control Ab (R347-Tm) was injected intraperitoneal at 10 mg/kg 24 hours (day 1) before 
thrombocytopaenia was induced with 2 µg rat antimouse CD41Ab delivered intraperitoneal at day 0, platelets numbers were determined at day 
4 (baseline) and following induction of thrombocytopaenia (day 1 and day 2). A representative plot of two independent experiments is shown. 
Error bars represent the mean±SD from one experiment. (n=3 mice/group). *P<0.05 by unpaired Student’s t-test. (D) Effect of VIB9600 in FcγRIIA-
mediated neutrophil infiltration in an acute model of anti-glomerular basement membrane (aGBM) nephritis. Transgenic mice with FcγRIIA expression 
selectively in neutrophils of mice lacking endogenous murine receptors were given 20 mg/kg of VIB9600 or isotype control by intravenous injection 
24 hours before intravenous injection of nephrotoxic serum (see timeline). Mice were euthanised, and kidneys and blood were collected for FACS 
analysis. Infiltrating renal neutrophils per kidney were quantitated by flow cytometry. naïve mice with no treatment were also euthanised and 
analysed. Bar graph represents mean±SD for nine animals in each treated group and four animals in the naïve, untreated group. ***P<0.001 by 
unpaired Student’s t-test. (E–F) Effect of VIB9600 in FcγRIIA transgenic model of anticollagen Ab-induced arthritis. (E) VIB9600 or control Ab (R347-
Tm) was injected intraperitoneal at 20 mg/mL at day -1,1,3,6,8 and 10, arthritis was induced with intraperitoneal. Delivery of 2 mg anticollagen Ab 
cocktail at day 0 and 10 μg lipopolysaccharide (LPS) at day 3. Arthritis was evaluated by clinical score at indicated timepoint. Error bars represent the 
mean±SD (n=8 mice/group). Two-way analysis of variance analysis, **P<0.01, ***p<0.001. (F) Top panel: representative image of hind paws at day 
13 after the initial injection of anticollagen Ab cocktail. (F) Bottom panel: photomicrography analysis of H&E stained tissue sections from tarsal joint 
obtained from representative mice. 4X obj. Ab, antibody.
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Figure 5 Single-dose pharmacokinetic and exploratory pharmacodynamic study of VIB9600 in cynomolgus monkeys. Male monkeys were given 
VIB9600 once at 1, 10 or 100 mg/kg in a volume of 2 mL/kg via intravenous injection. (A) Serum concentration of VIB9600 in cynomolgus monkeys 
at various time points after a single dose was determined by ELISA. (B) and (C) FcγRIIA levels on monocytes and neutrophils were determined at 
different time points by flow cytometry. The FcγRIIA levels (average percentage) relative to the mean predose levels are shown.
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phagocytosis of large IgG-coated particles and pinocytosis of 
soluble IgG ICs.11 35 36 It has been shown that neutrophil FcγRIIIB 
plays a dominant role in the homeostatic clearance of soluble 
ICs,36 but it remains uncertain what impact the complete blockade 
of FcγRs will have on the clearance of ICs. Since VIB9600 only 
inhibits FcγRIIA, it is predicted that other FcγRs and the comple-
ment system should adequately remove complexes from the 
circulation.

There remains a critical need for safe and efficacious drugs in 
autoimmune disease. In SLE, the only approved drug in the last 60 
years, belimumab, an antibody antagonist of the B cell growth and 
differentiation factor BLYS, has only a modest response compared 
with standard of care.37 38 We demonstrate that VIB9600 potently 
inhibits the induction of type I IFNs by pDCs stimulated with 
RNA-containing IgG complexes. A type I IFN gene signature is 
prominent in ~75% of patients with SLE, and a recent successful 
double-blinded phase II clinical trial targeting interferon-alpha/
beta receptor alpha chain (IFNAR1) demonstrates the importance 
of this pathway.39 40 Besides blocking IC-mediated induction of 
type I IFNs by pDC, targeting FcγRIIA with VIB9600 will also 
inhibit IC-mediated induction of other inflammatory mediates 
from antigen-presenting cells, granulocytes and platelets.41 IC-me-
diated activation of FcγRIIA on neutrophils has also been reported 
to trigger formation of neutrophil extracellular traps and promote 
autoimmunity by providing an immunogenic source of autoanti-
gens.36 Therefore, it is tempting to speculate that VIB9600 could 
provide a greater benefit in SLE than current therapeutics.

In AAV, antibodies targeting cytoplasmic antigens MPO and PR3 
exposed on the surface of neutrophils can trigger endothelial adhe-
sion, degranulation and the release of proteolytic enzymes and 
ROS which drive vascular injury.19–21 VIB9600 potently suppressed 
ANCA-induced neutrophil activation and the production of ROS. 
Importantly, despite targeting a neutrophil cell surface receptor 
(FcγRIIA), VIB9600, did not inappropriately activate neutro-
phils nor block other neutrophil functions. Current treatments 
for AAV include cyclophosphamide or rituximab in combination 
with steroids. High-dose steroids drive significant morbidity and 
repeated cycles of cyclophosphamide are contraindicated. Ritux-
imab induces remission in about 60% of treated patients,42 but it 
remains uncertain to what extent this effect is driven by steroids, 
and the relapse rate during the first year after induction remains 
high. Interestingly, data from rituximab in ANCA-associated 
vasculitis trial indicated differential response rates for the different 
FcγRIIA 131 H/R alleles.43 This implies that FcγRIIA plays a crit-
ical role for in the disease pathogenesis, and importantly VIB9600 
binds and inhibits both allelic variants similarly. If blockade and 
internalisation of FcγRIIA translate to a more rapid and sustained 
clinical response particularly if the use of steroids could be reduced, 
VIB9600 may provide clinical advantages.

The demonstration that VIB9600 can inhibit IC-mediated 
induction of TNFα and IL-6 among other proinflammatory mole-
cules would suggest that VIB9600 may provide an alternative 
treatment option for RA. Treatments targeting the TNFα or IL-6 
pathways have been approved for RA highlighting the importance 
of these cytokines in the pathology of the disease.44 45 Although 
it is unclear to what extent the production of these cytokines is 
driven by FcγRIIA activation in RA, it is tempting to speculate that 
targeting FcγRIIA could be a more beneficial therapeutic approach 
than targeting downstream cytokines individually.

Besides the compelling evidence that VIB9600 can block key 
IC-mediated inflammatory responses in multiple human cells, we 
demonstrate that VIB9600 blocks antiplatelet-mediated throm-
bocytopaenia and anticollagen Ab-induced arthritis in FcγRIIA 
transgenic mice. This is consistent with previous in vivo studies 

that established the balance of activating and inhibitory FcγRs 
is important in triggering autoimmune disease,46 experimental 
models of ITP, RA and haemolytic anaemia,47–49 VIB9600 also 
reduced neutrophil accumulation in anti-GBM nephritis, which 
is consistent with the role of neutrophil FcγRIIA in the patho-
genesis of glomerulonephritis50 However, the individual expres-
sion profiles and functions of FcγR differ so significantly between 
humans and mice, that the role of FcγRIIA in human autoimmune 
diseases may only be faithfully assessed in human clinical trials.

Taken together, there remains a significant unmet need in SLE, 
AAV, RA and other IC-mediated and antibody-mediated autoim-
mune conditions for safe, fast-acting efficacious drugs that have 
durable effects and can significantly reduce corticosteroid usage. 
There is strong rationale for targeting FcγRIIA in these diseases, 
and VIB9600 may provide a first-in-class treatment option. 
VIB9600 potently inhibits FcγRIIA-mediated responses, and 
preclinical pharmacology and safety assessments support its clinical 
development to assess its efficacy in autoimmune diseases.

MeTHOds
Binding affinity and specificity were determined by Biacore and 
ELISA. Confocal microscopy, FACS-based assays and binding 
competition assays were used to assess the antibody mode-of-ac-
tion. ADCC and CDC assays were performed using human embryo 
kidney (HEK)-293 stably transfected FcγRIIA cells. IC-induced 
ROS was measured using ferri-cytochrome C reduction and oxida-
tion of DHR123 assays. Pam3CSK4 (TLR2)-induced neutrophil 
activation was assessed by CD11b upregulation. Cell migration 
was measured using a 96-well Chemo TX system. OPK of P. aeru-
ginosa with PsI antibody PsI0096 was assessed with luminescent P. 
aeruginosa cells. FcγRIIA cross-linking was assessed in whole blood 
from heparin tubes, and following stimulation with VIB9600 or 
IC, protein analytes were measured using myriad multianalyte 
profiling technology platform. Target suppression was examined 
in FcγRIIA transgenic (B6: SJL-Tg (FcγRIIA)11Mkz/J) mice from 
Jackson Laboratory, and cynomolgus monkeys using a FACS-based 
receptor occupancy assay. In vivo efficacy was assessed using anti-
CD41 Ab immune-mediated thrombocytopaenia model, acute 
anti-GBM nephritis model and anticollagen Ab-induced arthritis 
model in FcγRIIA transgenic mice. Further details of these assays 
are available in supplementary materials.

statistical analysis
The statistical significance of differences between two groups was 
analysed using Student’s t-test. Statistical significance was ascribed 
to the data when p<0.05.

Author affiliations
1department of respiratory, Inflammation and Autoimmunity, MedImmune LLC, 
Gaithersburg, Maryland, USA
2department of Antibody discovery and protein Engineering, MedImmune Ltd, 
Granta park, Great Abington, UK
3Viela Bio, Gaithersburg, Maryland, USA
4department of Antibody discovery and protein Engineering, MedImmune LLC, 
Gaithersburg, Maryland, USA
5department of translational Medicine, MedImmune LLC, Gaithersburg, Maryland, 
USA
6Microbial Sciences, MedImmune, LLC, Gaithersburg, Maryland, USA
7department of pathology, Brigham and Women’s Hospital and Harvard Medical 
School, Boston, Massachusetts, USA
8department of Clinical development, MedImmune Ltd, Granta park, Great Abington, 
UK

Acknowledgements We thank dr. tomas Mustelin for helpful discussion and 
Medimmune’s laboratory animal resource’s excellent technical assistance.

Contributors BC, KV, GS: developed the concept and wrote the paper. BC, St, HS, 
SW, LV, BK, SK, dr, Bn, EG, MH, SE, Ad, MB, xx, WZ, JC, HK, CM, YW, JC, WZ, HK, 

 on A
pril 23, 2024 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2018-213523 on 20 N

ovem
ber 2018. D

ow
nloaded from

 

http://ard.bmj.com/


10 Chen B, et al. Ann Rheum Dis 2018;0:1–10. doi:10.1136/annrheumdis-2018-213523

Basic and translational research

Ko, tM, YZ: generated and interpreted data. dH, JG, rK, rH: supervised project. All 
authors critically reviewed and edited the paper.

Funding this study was sponsored by MedImmune/AstraZeneca and Viela Bio.

Competing interests MedImmune employees hold stock in AstraZeneca. Shu 
Wang is the emploee of the Viela Bio. Viela Bio is the sole owner of VIB9600. 
Bing Yao ( YaoB@ vielabio. com) is the CEo of Viela Bio and VIB9600 is in clinical 
development.

Patient consent not required.

ethics approval Blood from healthy volunteers was obtained with informed 
consent under MedImmune, LLC’s blood donation program, and studies using human 
cells were performed in accordance with the Institutional review Board guidelines. 
For animal studies, all procedures were performed in accordance with federal, state 
and institutional guidelines in an AAALAC-accredited facility and were approved by 
the MedImmune Institutional and the Brigham and Women’s Hospital Animal Care 
and Use Committee.

Provenance and peer review not commissioned; externally peer reviewed.

Open access this is an open access article distributed in accordance with the 
Creative Commons Attribution non Commercial (CC BY-nC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non-commercial. See: http:// creativecommons. org/ licenses/ by- nc/ 4. 0/

RefeRences
 1 Walsh SJ, rau LM. Autoimmune diseases: a leading cause of death among young and 

middle-aged women in the United States. Am J Public Health 2000;90:1463–6.
 2 Levinsky rJ, Cameron JS, Soothill JF. Serum immune complexes and disease activity in 

lupus nephritis. Lancet 1977;1:564–7.
 3 Schiffenbauer J, Hahn B, Weisman MH, et al. Biomarkers, surrogate markers, and 

design of clinical trials of new therapies for systemic lupus erythematosus. Arthritis 
Rheum 2004;50:2415–22.

 4 Mayadas tn, tsokos GC, tsuboi n. Mechanisms of immune complex-mediated 
neutrophil recruitment and tissue injury. Circulation 2009;120:2012–24.

 5 nimmerjahn F, ravetch JV. Fcgamma receptors as regulators of immune responses. 
Nat Rev Immunol 2008;8:34–47.

 6 Chan AC, Carter pJ. therapeutic antibodies for autoimmunity and inflammation. Nat 
Rev Immunol 2010;10:301–16.

 7 dörner t, radbruch A, Burmester Gr. B-cell-directed therapies for autoimmune 
disease. Nat Rev Rheumatol 2009;5:433–41.

 8 Bruhns p. properties of mouse and human IgG receptors and their contribution to 
disease models. Blood 2012;119:5640–9.

 9 Guilliams M, Bruhns p, Saeys Y, et al. the function of Fcγ receptors in dendritic cells 
and macrophages. Nat Rev Immunol 2014;14:94–108.

 10 Hogarth pM, pietersz GA. Fc receptor-targeted therapies for the treatment of 
inflammation, cancer and beyond. Nat Rev Drug Discov 2012;11:311–31.

 11 daëron M. Fc receptor biology. Annu Rev Immunol 1997;15:203–34.
 12 King M, Mcdermott p, Schreiber Ad. Characterization of the Fc gamma receptor on 

human platelets. Cell Immunol 1990;128:462–79.
 13 Warmerdam pA, van de Winkel JG, Vlug A, et al. A single amino acid in the second 

Ig-like domain of the human Fc gamma receptor II is critical for human IgG2 binding. 
J Immunol 1991;147:1338–43.

 14 Bosques CJ, Manning AM. Fc-gamma receptors: attractive targets for autoimmune 
drug discovery searching for intelligent therapeutic designs. Autoimmun Rev 
2016;15:1081–8.

 15 Li x, Kimberly rp. targeting the Fc receptor in autoimmune disease. Expert Opin Ther 
Targets 2014;18:335–50.

 16 Båve U, Magnusson M, Eloranta ML, et al. Fc gamma rIIa is expressed on natural 
IFn-alpha-producing cells (plasmacytoid dendritic cells) and is required for the IFn-
alpha production induced by apoptotic cells combined with lupus IgG. J Immunol 
2003;171:3296–302.

 17 Means tK, Latz E, Hayashi F, et al. Human lupus autoantibody-dnA complexes 
activate dCs through cooperation of Cd32 and tLr9. J Clin Invest 2005;115:407–17.

 18 rosetti F, tsuboi n, Chen K, et al. Human lupus serum induces neutrophil-
mediated organ damage in mice that is enabled by Mac-1 deficiency. J Immunol 
2012;189:3714–23.

 19 Kallenberg CG, Stegeman CA, Abdulahad WH, et al. pathogenesis of AnCA-associated 
vasculitis: new possibilities for intervention. Am J Kidney Dis 2013;62:1176–87.

 20 Mulder AH, Heeringa p, Brouwer E, et al. Activation of granulocytes by anti-neutrophil 
cytoplasmic antibodies (AnCA): a Fc gamma rII-dependent process. Clin Exp Immunol 
1994;98:270–8.

 21 porges AJ, redecha pB, Kimberly Wt, et al. Anti-neutrophil cytoplasmic antibodies 
engage and activate human neutrophils via Fc gamma rIIa. J Immunol 
1994;153:1271–80.

 22 Mathsson L, Lampa J, Mullazehi M, et al. Immune complexes from rheumatoid 
arthritis synovial fluid induce FcgammarIIa dependent and rheumatoid factor 

correlated production of tumour necrosis factor-alpha by peripheral blood 
mononuclear cells. Arthritis Res Ther 2006;8:r64.

 23 Veri MC, Gorlatov S, Li H, et al. Monoclonal antibodies capable of discriminating 
the human inhibitory Fcgamma-receptor IIB (Cd32B) from the activating Fcgamma-
receptor IIA (Cd32A): biochemical, biological and functional characterization. 
Immunology 2007;121:392–404.

 24 Bruhns p, Iannascoli B, England p, et al. Specificity and affinity of human Fcgamma 
receptors and their polymorphic variants for human IgG subclasses. Blood 
2009;113:3716–25.

 25 rosenfeld SI, Looney rJ, Leddy Jp, et al. Human platelet Fc receptor for 
immunoglobulin G. Identification as a 40,000-molecular-weight membrane protein 
shared by monocytes. J Clin Invest 1985;76:2317–22.

 26 oganesyan V, Gao C, Shirinian L, et al. Structural characterization of a human Fc 
fragment engineered for lack of effector functions. Acta Crystallogr D Biol Crystallogr 
2008;64–700–4.

 27 nathan C. neutrophils and immunity: challenges and opportunities. Nat Rev Immunol 
2006;6:173–82.

 28 Witko-Sarsat V, rieu p, descamps-Latscha B, et al. neutrophils: molecules, functions 
and pathophysiological aspects. Lab Invest 2000;80:617–53.

 29 diGiandomenico A, Warrener p, Hamilton M, et al. Identification of broadly protective 
human antibodies to Pseudomonas aeruginosa exopolysaccharide psl by phenotypic 
screening. J Exp Med 2012;209:1273–87.

 30 Vaillancourt M, Levasseur S, tremblay ML, et al. the Src homology 2-containing 
inositol 5-phosphatase 1 (SHIp1) is involved in Cd32a signaling in human neutrophils. 
Cell Signal 2006;18:2022–32.

 31 Jönsson F, Mancardi dA, Zhao W, et al. Human FcγrIIA induces anaphylactic and 
allergic reactions. Blood 2012;119:2533–44.

 32 Sondermann p. the Fcγr/IgG interaction as target for the treatment of autoimmune 
diseases. J Clin Immunol 2016;36:95–9.

 33 rieth n, Carle A, Müller MA, et al. Characterization of SM201, an anti-hFcγrIIB 
antibody not interfering with ligand binding that mediates immune complex 
dependent inhibition of B cells. Immunol Lett 2014;160:145–50.

 34 ortiz dF, Lansing JC, rutitzky L, et al. Elucidating the interplay between IgG-Fc valency 
and Fcγr activation for the design of immune complex inhibitors. Sci Transl Med 
2016;8:ra158.

 35 Aderem A, Underhill dM. Mechanisms of phagocytosis in macrophages. Annu Rev 
Immunol 1999;17:593–623.

 36 Chen K, nishi H, travers r, et al. Endocytosis of soluble immune complexes leads to 
their clearance by FcγrIIIB but induces neutrophil extracellular traps via FcγrIIA in 
vivo. Blood 2012;120:4421–31.

 37 Furie r, petri M, Zamani o, et al. A phase III, randomized, placebo-controlled study of 
belimumab, a monoclonal antibody that inhibits B lymphocyte stimulator, in patients 
with systemic lupus erythematosus. Arthritis Rheum 2011;63:3918–30.

 38 navarra SV, Guzmán rM, Gallacher AE, et al. Efficacy and safety of belimumab in 
patients with active systemic lupus erythematosus: a randomised, placebo-controlled, 
phase 3 trial. Lancet 2011;377:721–31.

 39 Götestam Skorpen C, Hoeltzenbein M, tincani A, et al. the EULAr points to consider 
for use of antirheumatic drugs before pregnancy, and during pregnancy and lactation. 
Ann Rheum Dis 2016;75:795–810.

 40 Lazaro E, Scherlinger M, truchetet ME, et al. Biotherapies in systemic lupus 
erythematosus: new targets. Joint Bone Spine 2017;84:267–74.

 41 Hogarth pM. Fc receptors are major mediators of antibody based inflammation in 
autoimmunity. Curr Opin Immunol 2002;14:798–802.

 42 Alberici F, Jayne dr. Impact of rituximab trials on the treatment of AnCA-associated 
vasculitis. Nephrol Dial Transplant 2014;29:1151–9.

 43 Cartin-Ceba r, Indrakanti d, Specks U, et al. the pharmacogenomic association 
of fcγ receptors and cytochrome p450 enzymes with response to rituximab or 
cyclophosphamide treatment in antineutrophil cytoplasmic antibody-associated 
vasculitis. Arthritis Rheumatol 2017;69:169–75.

 44 Zhao S, Mysler E, Moots rJ. Etanercept for the treatment of rheumatoid arthritis. 
Immunotherapy 2018;10:433–45.

 45 nishimoto n. Interleukin-6 as a therapeutic target in candidate inflammatory diseases. 
Clin Pharmacol Ther 2010;87:483–7.

 46 Clynes r, dumitru C, ravetch JV. Uncoupling of immune complex formation and 
kidney damage in autoimmune glomerulonephritis. Science 1998;279:1052–4.

 47 McKenzie SE, taylor SM, Malladi p, et al. the role of the human Fc receptor Fc gamma 
rIIA in the immune clearance of platelets: a transgenic mouse model. J Immunol 
1999;162:4311–8.

 48 Van de Velde nC, Mottram pL, powell MS, et al. transgenic mice expressing human 
FcgammarIIa have enhanced sensitivity to induced autoimmune arthritis as well as 
elevated th17 cells. Immunol Lett 2010;130–82–8.

 49 van royen-Kerkhof A, Sanders EA, Walraven V, et al. A novel human Cd32 mAb blocks 
experimental immune haemolytic anaemia in FcgammarIIA transgenic mice. Br J 
Haematol 2005;130:130–7.

 50 tsuboi n, Asano K, Lauterbach M, et al. Human neutrophil Fcgamma receptors initiate 
and play specialized nonredundant roles in antibody-mediated inflammatory diseases. 
Immunity 2008;28:833–46.

 on A
pril 23, 2024 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2018-213523 on 20 N

ovem
ber 2018. D

ow
nloaded from

 

http://creativecommons.org/licenses/by-nc/4.0/
http://www.ncbi.nlm.nih.gov/pubmed/10983209
http://dx.doi.org/10.1016/S0140-6736(77)91998-5
http://dx.doi.org/10.1002/art.20353
http://dx.doi.org/10.1002/art.20353
http://dx.doi.org/10.1161/CIRCULATIONAHA.108.771170
http://dx.doi.org/10.1038/nri2206
http://dx.doi.org/10.1038/nri2761
http://dx.doi.org/10.1038/nri2761
http://dx.doi.org/10.1038/nrrheum.2009.141
http://dx.doi.org/10.1182/blood-2012-01-380121
http://dx.doi.org/10.1038/nri3582
http://dx.doi.org/10.1038/nrd2909
http://dx.doi.org/10.1146/annurev.immunol.15.1.203
http://dx.doi.org/10.1016/0008-8749(90)90041-O
http://www.ncbi.nlm.nih.gov/pubmed/1831223
http://dx.doi.org/10.1016/j.autrev.2016.07.035
http://dx.doi.org/10.1517/14728222.2014.877891
http://dx.doi.org/10.1517/14728222.2014.877891
http://dx.doi.org/10.4049/jimmunol.171.6.3296
http://dx.doi.org/10.1172/JCI23025
http://dx.doi.org/10.4049/jimmunol.1201594
http://dx.doi.org/10.1053/j.ajkd.2013.05.009
http://dx.doi.org/10.1111/j.1365-2249.1994.tb06137.x
http://www.ncbi.nlm.nih.gov/pubmed/8027554
http://dx.doi.org/10.1186/ar1926
http://dx.doi.org/10.1111/j.1365-2567.2007.02588.x
http://dx.doi.org/10.1182/blood-2008-09-179754
http://dx.doi.org/10.1172/JCI112242
http://dx.doi.org/10.1107/S0907444908007877
http://dx.doi.org/10.1038/nri1785
http://dx.doi.org/10.1038/labinvest.3780067
http://dx.doi.org/10.1084/jem.20120033
http://dx.doi.org/10.1016/j.cellsig.2006.03.012
http://dx.doi.org/10.1182/blood-2011-07-367334
http://dx.doi.org/10.1007/s10875-016-0272-7
http://dx.doi.org/10.1016/j.imlet.2014.01.012
http://dx.doi.org/10.1126/scitranslmed.aaf9418
http://dx.doi.org/10.1146/annurev.immunol.17.1.593
http://dx.doi.org/10.1146/annurev.immunol.17.1.593
http://dx.doi.org/10.1182/blood-2011-12-401133
http://dx.doi.org/10.1002/art.30613
http://dx.doi.org/10.1016/S0140-6736(10)61354-2
http://dx.doi.org/10.1136/annrheumdis-2015-208840
http://dx.doi.org/10.1016/j.jbspin.2016.07.004
http://dx.doi.org/10.1016/S0952-7915(02)00409-0
http://dx.doi.org/10.1093/ndt/gft318
http://dx.doi.org/10.1002/art.39822
http://dx.doi.org/10.2217/imt-2017-0155
http://dx.doi.org/10.1038/clpt.2009.313
http://dx.doi.org/10.1126/science.279.5353.1052
http://www.ncbi.nlm.nih.gov/pubmed/10201963
http://dx.doi.org/10.1016/j.imlet.2009.12.005
http://dx.doi.org/10.1111/j.1365-2141.2005.05571.x
http://dx.doi.org/10.1111/j.1365-2141.2005.05571.x
http://dx.doi.org/10.1016/j.immuni.2008.04.013
http://ard.bmj.com/

	Humanised effector-null FcγRIIA antibody inhibits immune complex-mediated proinflammatory responses
	Abstract
	Introduction
	Results
	Generation of VIB9600, a humanised effector-null FcγRIIA-specific antibody with dual mechanism of action
	VIB9600 blocks autoantibody/IC-mediated inflammatory responses
	VIB9600 does not adversely impact neutrophil function or agonise FcγRIIA in vitro
	VIB9600 suppresses antibody-mediated pathology in FcγRIIA transgenic mice
	Pharmacokinetic and exploratory pharmacodynamic and GLP toxicity studies of VIB9600 in cynomolgus monkeys

	Discussion
	Methods
	Statistical analysis

	References


