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With the advent of anti-vascular endothelial growth factor
(anti-VEGF) therapy, there has been a significant reduction
in disease burden attributable to retinal vascular patholo-
gies. These molecules have been limited by their focused
action on VEGF, and thus have phenomena such as resis-
tance, non-response and recurrences of pathology in many
cases. This led the researchers to look beyond anti-VEGF
molecules. The recent research indicates that there are fac-
tors other than VEGF involved in pathogenesis. One of the
most prominent among these factors is angiopoietin (Ang),
which works via Ang–Tie receptor axis [1].

Angiopoietins bind to tyrosine kinase (Tie-2) endothelial
receptors and regulate vasculogenesis. Ang-1 and Ang-2 are
two isoforms and bind to Tie-2 with similar efficacy. While
Ang-1 is a strong agonist of the Tie-2 receptor, Ang-2 acts
as an antagonist inhibiting tie-2 phosphorylation [2, 3].
Evidences suggest upregulation of Ang-2 destabilises the
endothelial cell layer leading to fluid leakage. It also makes
the endothelial cells more responsive to VEGF and other
proangiogenic mediators [4].

Bispecific antibodies can help target two of these med-
iators by a single molecule, and thus provides an advantage.
Anti-Ang2 antibodies negates the destabilisation of endo-
thelium caused by Ang-2 and may normalise the patholo-
gical ocular vascularisation, thus a bispecific antibody

(bsAb) with anti-Ang2 and anti-VEGF domain was an ideal
candidate to be evaluated.

Faricimab was developed as RG7716 on CrossMAB
platform developed by Roche (Basel, Switzerland) to pro-
duce next generation biologically engineered bispecific
molecule (Fig. 1). CrossMAB is a proprietary technology
that ensures heterodimerisation of two different antigen
binding domains in a single molecule [5, 6]. This process
utilises knobs and holes format along with a LEGO brick-
like structure to avoid the chain association issue and
ensures a product with no side products due to linking
between undesired chains, known as Bence Jones mAb [7].
Preclinical data have shown that the dual action of RG7716
has shown greater promise to stabilise the vascular leakage
from a spontaneous choroidal neovascularisation (CNV) in
a mouse model or a LASER-induced CNV in primates
compared to the monotherapy of either agent. It also has
shown anti-inflammatory properties in cases of endotoxin-
induced uveitis mouse models [8]. Phase I clinical trial
analysed 24 patients of neovascular age-related macular
degeneration (nAMD) refractory to 3 or more anti-VEGF
injections in last 6 months, demonstrated by leakage on
fundus fluorescein angiography (FFA) or presence of fluid
on optical coherence tomography (OCT). It exhibited the
molecule to have an overall favourable safety profile with
evidence of best corrected visual acuity (BCVA) and ana-
tomical improvement [9].

Ang2 upregulation was noted in conditions such as
hypoxia, hyperglycaemia and oxidative stress. Blocking
Ang2 will stabilise the pericyte loss, and inhibiting Ang2-
integrin receptor mediated endothelial tip sprouting. Far-
icimab was hypothesised to be effective in diabetic macular
oedema (DME) by invoking this mechanism along with
anti-VEGF action. Phase II clinical trials of faricimab were
initiated for both DME and nAMD, dubbed as BOULE-
VARD and STAIRWAY trials, respectively. BOULE-
VARD was a 36-week, double blind, randomised, active
comparator controlled multicentric trial recruiting 229
patients of DME in three treatment cohorts. A total of 168
patients were treatment naïve while 61 patients had received
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anti-VEGF injections previously [10]. Treatment-naïve
patients were randomised into three cohorts who received
6.0 mg of faricimab, 1.5 mg of faricimab and 0.3 mg of
ranibizumab. Previously treated patients were randomised
into 6.0 mg of faricimab and 0.3 mg of ranibizumab. A total
of 6.0 mg was the maximum feasible dose in 50 µl of far-
icimab, which has four times molar concentration than
0.5 mg of ranibizumab while 1.5 mg of faricimab has the
similar molar anti-VEGF dose. 1.5 mg arm of faricimab
thus allowed for evaluation of an additional Ang-2 inhibi-
tion with comparable anti-VEGF dosing to ranibizumab
arm. The participants were administered the drug in masked
fashion every 4 weeks (q4w) for 20 weeks and primary
endpoint outcomes were measured at 24 weeks, and were
followed up till 36 weeks. The trial showed superiority of
6.0 mg faricimab arm over 0.3 mg ranibizumab arm in terms
of letter gains in visual acuity, greater central subfield
thickness (CST) reduction and diabetic retinopathy severity
score (DRSS) improvement. It also has shown to have better
durability in improvement when compared to ranibizumab,
i.e. the patients treated with faricimab had less requirement
of repeat injection in follow-up period. This has a potential
to establish treat and extend (TREX) regimen in DME.

STAIRWAY trial evaluated two extended dosing regi-
mens of faricimab in 76 patients of nAMD. A total of
6.0 mg of faricimab was given in four weekly loading doses
followed by two different dosing schedules of q16w and
q12w dosing and compared to 0.5 mg of ranibizumab in
q4w dosing. The unpublished data have revealed that far-
icimab has a potential of q16w dosing in nearly two-thirds
of the patients. Faricimab and ranibizumab had comparable
reduction of central subfoveal thickness (CST) in both
dosing regimens [11]. Both phase II trials of faricimab have
shown to be safe and effective option for treating DME and
nAMD. The molecule has now progressed to RHINE and
YOSEMITE phase III trials for DME, while its effect on
nAMD will be evaluated in TENAYA and LUCERNE

studies [12–15]. Phase III will also evaluate the additional
anti-inflammatory properties of the drug.

Aflibercept was the first molecule proven to be effective
in combating nAMD and DME by trapping VEGF via
VEGF receptors attached to a humanised IgG Fc region.
Aflibercept has an additional action on placental growth
factor (PGF), which has also been implicated in retinal
neovascular pathologies [1, 16]. There have been previous
attempts to simultaneously counteract Ang2 and VEGF in
the trials with a co-formulated intravitreal injection of
nevascumab (a novel Ang2 inhibitor) and aflibercept. The
phase II RUBY trial showed no additional benefit of the
combination over aflibercept monotherapy in terms of
visual gains [17]. This led to cessation of further develop-
ment of the co-formulation. The molecular linkage between
two domains in the bsAb in faricimab has given it the
desired superiority and thus may be categorised as ‘Obligate
bsAb’, where the physical linkage gives an additional
therapeutic advantage over the monotherapies [18].
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