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BACKGROUND/OBJECTIVES: DRAKO (NCT02850263) was a 24-month, prospective, non-interventional, multi-centre cohort study
enrolling patients with diabetic macular oedema (DMO) including central involvement. The study evaluated UK standard-of-care
intravitreal aflibercept (IVT-AFL) treatment. This analysis describes the treatment pathway and service provision for the
anti-vascular endothelial growth factor (VEGF) treatment-naive (C1) and non-naive patients (C2) who received prior anti-VEGF
treatment for DMO other than IVT-AFL.

METHODS: Mean changes in best-corrected visual acuity and central subfield thickness were measured and stratified by baseline
factors, including ethnicity and administration of five initial monthly injections within predefined windows. Clinic visits were
classified as treatment only (T1), monitoring assessment only (T2), combined visits (T3) or post-injection visits with no treatment or
assessment (T4).

RESULTS: Median time from decision to treat to treatment was 6 days. As a percentage of total visits, T1, T2, T3 and T4 were 7%,
42%, 48% and 3% for C1 and 11%, 39%, 48% and 2% for C2. Most IVT-AFL injections were administered by healthcare professionals
(HCPs) other than doctors (C1, 57.4%; C2, 58.5%). The percentage of treatments associated with a procedure-related adverse event
where at least 75% of injections were completed by the same injector role were similar for doctors and other HCPs (C1, 1.1% and

0.8%; C2, 0.7%, and 1.0%).

CONCLUSIONS: Results indicate that upon DMO diagnosis, patients were treated promptly, and most visits were combined
(treatment and assessment) or monitoring only. Most IVT-AFL was administered by non-physicians with a similar treatment-related

safety profile as IVT-AFL administered by physicians.
Eye; https://doi.org/10.1038/s41433-022-02367-x

INTRODUCTION

Diabetes continues to increase in worldwide prevalence, and it is
projected that 783.2 million adults between the ages of 20 and 79
will be affected by 2045 [1].

Diabetes management and its associated complications is a
growing healthcare problem, with treatment estimated to cost
around 10% of the UK's entire National Health Service (NHS)
budget, rising to 17% by 2035 [2].

In recent years, the UK government has launched various
initiatives [3, 4] to reduce the prevalence of type 2 diabetes (T2D)
and improve monitoring of diabetes. It is reported that there are
4.9 million people living with diabetes in the UK and a further 13.6
million at increased risk of developing T2D [5].

Diabetic retinopathy (DR) is the most common microvascular
complication of diabetes [6], resulting from damage to retinal
blood vessels. Diabetic macular oedema (DMO) is a manifestation
of DR which can occur at any stage of retinopathy and is a primary

cause of visual acuity (VA) loss in patients with diabetes [7, 8]. It is
estimated that one in four patients with diabetes will develop
DMO in their lifetime [9-11].

Since 2003, the UK has gradually implemented a national
diabetic retinopathy screening programme [12], enabling early
detection of disease complications in patients who are oftentimes
asymptomatic [13].

Coincidentally, the last decade has seen the emergence of anti-
vascular endothelial growth factor (anti-VEGF) treatments for
DMO, improving outcomes for many patients.

Whilst these developments have been beneficial in DMO
management, they have resulted in increased demands on
healthcare services as patients are diagnosed earlier and clinicians
utilise treatments, including intravitreal agents, to minimise
vision loss.

The long-term focus on prevention of DMO is essential.
However, management of this condition will remain a significant
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burden on healthcare systems for the foreseeable future. To
improve services, stakeholders are seeking ways to improve
service efficiency, including reducing duration and frequency of
clinic visits and increasing multi-disciplinary team working.

Although the summary of product characteristics (SmPC) has
now changed [14], when the first anti-VEGF for visual impairment
secondary to DMO (ranibizumab) was originally licensed in the UK,
monthly treatment was required until maximum attainable VA was
achieved. Patients were then monitored monthly with further
injections delivered as required in response to vision loss [15].
Such a regimen is effective, but continuous monthly visits to
hospital are a significant burden for patients, caregivers and the
health service. Intravitreal aflibercept (IVT-AFL) is an innovative
anti-angiogenic treatment that was the first to offer an alternative
to monthly treatment and/or monitoring for visual impairment
due to DMO: a proactive regimen involving five initial monthly
injections followed by every-other-month dosing with no
mandatory monitoring between injections. After the first
12 months of treatment, the aflibercept treatment interval may
be extended based on visual and anatomic outcomes [16]. DRAKO
represents the first UK-based prospective, non-interventional
study to assess standard of care IVT-AFL treatment in DMO
patients across a wide range of centres.

The primary objectives of this study were to assess the mean
changes from baseline in best-corrected visual acuity (BCVA) and
central subfield thickness (CST) [17]. Here, we assess local follow-
up procedures and resource management, including the numbers
and types of patient visits, diagnostic assessments, timelines from
diabetes and DMO diagnosis to treatment, management of
bilateral DMO involvement, and healthcare professionals (HCPs)
involved in administration of intravitreal injections within centres.

By reporting these endpoints, this manuscript aims to describe
current UK practice and inform best practice guidance.

MATERIALS AND METHODS

Study design

The study design and methods have been published previously [17]. The
principal study details are summarised here. DRAKO (NCT02850263) was a
prospective, observational, multi-centre, non-comparative cohort study
which evaluated the effectiveness of IVT-AFL for the treatment of DMO
within UK routine clinical practice in 35 NHS centres. The study was
approved by the Northwest Liverpool East Research Ethics Committee (16/
NW/0238) and conducted in accordance with the Declaration of Helsinki.
All participants provided written informed consent.

Patients

DRAKO enrolled adult patients with a confirmed diagnosis of DMO with
central involvement, into either the anti-VEGF treatment-naive (N = 507) or
anti-VEGF non-treatment-naive (N =241) cohort. Patients in the non-
treatment-naive cohort had not received anti-VEGF treatment 28 days prior
to baseline and had not previously been treated with IVT-AFL. The study
was primarily focused on outcomes for the study eye, defined as the eye
with worse baseline VA in patients with bilateral DMO. However, to
evaluate the DMO treatment service provision in the UK, fellow eye data
were also captured. Patients enrolled in the study had to meet all
previously published eligibility criteria [17], including confirmation that the
investigator’s decision to administer IVT-AFL for DMO treatment was made
prior to, and independent of, study involvement. Following removal of the
requirement for patients to present with CST =400 um at baseline by
protocol amendment in February 2017, patients were enrolled irrespective
of the baseline BCVA and CST. Patients were treated throughout the study
as per local standard of care IVT-AFL treatment protocol for DMO. All visits,
treatments, and monitoring assessments conducted throughout the 2-year
follow-up period were collected alongside key study outcomes.

Outcome measures

Primary study objectives were; mean visual change from baseline in Early
Treatment Diabetic Retinopathy Study (ETDRS) letters, measured by BCVA
with refraction, and mean change in CST as determined by spectral
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domain optical coherence tomography (SD-OCT) at month 12 (M12) for
both cohorts. Results for the primary outcomes were reported previously
[171.

Secondary objectives assessed the patient treatment pathway and
service provision throughout the 2-year follow-up period for each cohort.
Exploratory analysis further evaluated the primary outcomes by ethnicity
and associated reported adverse events by IVT-AFL injection administrator.

Statistical analysis

Two populations were defined for each cohort at M12 and Month 24
(M24), a ‘per protocol window’ (PPW) population including patients with
BCVA or CST data available at baseline and the nominated M12 or M24
visit, and a full analysis set (FAS) population, including patients with BCVA
or CST available at baseline and at least one follow-up visit. Where
required, missing BCVA or CST data were imputed using the last
observation carried forward. All analysis outcomes reported herein are
based on the PPW population.

Analysis methods were published previously [17]. Briefly, quantitative
variables were summarised by descriptive statistics and categorical
variables by frequency distributions and percentages.

Primary outcomes were stratified by: (1) ethnicity recorded for patients
within the study database; (2) administration of five initial monthly IVT-AFL
treatments within 25-to-38-day windows (loading dose).

Visits were classified by type: treatment only (where an IVT-AFL injection
was administered), monitoring assessment only (where at least one disease
monitoring assessment or vital sign reading was conducted), combined
visits (where treatment and one or more monitoring assessments were
conducted) or post-injection visits (visit conducted post-treatment where
neither treatment was given, or a monitoring assessment occurred). Visit
and assessment data pertain to the study eye only.

All safety events reported over the 2-year follow-up period were coded
using the Medical Dictionary for Regulatory Activities. Analysis was
conducted using the safety population for each cohort (all patients who
provided written informed consent), summarised by investigator-defined
causality and stratified by IVT-AFL administrator, either physician as per
IVT-AFL SmPC [16] or non-physician injector (e.g., nurse/optometrist).

Analysis was performed using SAS® software, version 9.4 (SAS Institute
Inc., Cary, NC, USA).

RESULTS

Patient pathway

Key clinically relevant dates within the patient care pathway were
assessed from diabetes diagnosis to the first post-baseline IVT-AFL
injection (Fig. 1). The median time from diabetes diagnosis to
DMO diagnosis within the study eye was 14.1 years for the
treatment-naive cohort and 13.1 years for the non-treatment-
naive cohort. The median time from DMO diagnosis to the
decision to treat with IVT-AFL was longer in the non-treatment-
naive cohort (2.8 years) compared to the treatment-naive cohort
(108.5 days) and for most of these patients ranibizumab was
administered as first-line therapy [17]. Notably, for both cohorts,
the median times from the decision to treat with IVT-AFL to the
baseline visit and subsequent IVT-AFL injection were 6 days and
0 days, respectively, indicating most patients were treated at their
baseline visit. For patients presenting with fellow-eye involve-
ment, the fellow eye was often the first eye to be diagnosed with
DMO, yet had superior baseline BCVA to the study eye.

Differences in functional and anatomical outcomes among
ethnic subgroups

Mean change from baseline at M12 and M24 in BCVA and CST
were evaluated based on patient-reported ethnicity (Supplemen-
tary Tables 1 and 2). Most patients were White (75.3% treatment-
naive and 62.7% non-treatment-naive) and the proportion of
Asian patients in the non-treatment-naive cohort was more than
double that reported in the treatment-naive cohort (20.1% vs.
9.3% respectively). White patients had a mean baseline BCVA of
720 letters and 69.3 letters for the treatment-naive and
non-treatment-naive cohorts, respectively. For ethnicity groups
that were >5% proportion of the study population, the CST
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Fig. 1

Patient care pathway, detailing the median time between events from diabetes diagnosis to first treatment with intravitreal

aflibercept (IVT-AFL). Timeline data is outlined for both the treatment-naive and non-treatment-naive cohorts for the study eye (SE) and the
fellow eye where applicable. d Days, DMO Diabetic macular oedema; y Years.

baseline measure was lowest in the Black population for the
treatment-naive (424.7 um) and non-treatment-naive cohorts
(404.3 um).

For the known ethnicity groups in the treatment-naive cohort,
the Asian population had the largest mean change from baseline
in BCVA at M12 (4.3 letters) and the White population experienced
a 2.2-letter gain (Supplementary Table 1). All ethnicity groups with
>5% proportion of the study population experienced a reduction
in BCVA at M24 compared to M12, although only the Black
population fell below baseline (-0.7 letters). All ethnicity groups
experienced an improvement in CST at M12, with mean changes
from baseline of -129.7 um and -117.7 um for Asian and White
groups, respectively. Predominantly, eyes continued to become
drier in year 2 across most ethnicity groups.

In the non-treatment-naive cohort, for the ethnicities of largest
proportional representation, mean changes from baseline in BCVA
outcomes were relatively stable at M12 (Supplementary Table 2).
At M24, the mean change from baseline was —4.3 letters in Black
patients, whereas mean BCVA remained stable (0.2 letters) in
White patients. Improvements in CST were experienced across all
ethnicity groups at M12 and M24, with the exception of the
Hispanic population which included only a single patient. Overall,
M12 and M24 mean changes from baseline outcomes varied
depending on baselines measures.

Treatment visits

In year 1, combined visits were predominant, with all patients
attending at least one visit. A mean of 5.7 and 4.8 combined visits
were recorded for treatment-naive and non-treatment-naive
patients, respectively (Table 1). The mean number of treatment-
only and monitoring assessment-only visits in year 1 was
comparable for both cohorts.

Over the 2-year follow-up period, combined visits were the
most frequently attended visit type for both cohorts (mean of 7.7
visits and 7.6 visits for treatment-naive and non-treatment-naive
cohorts, respectively) although the proportions were reduced in
year 2, from 59% and 52% of total visits at M12 to 48% and 48% of
visits at M24 for treatment-naive and non-treatment-
naive cohorts, respectively. The proportions of monitoring
assessment-only visits increased in year 2 for both cohorts

Eye

(change of 11% and 6% in total from M12 to M24 for treatment-
naive and non-treatment-naive cohorts, respectively). Fewer
treatment-only visits were reported in year 2, and post-injection
visits were conducted infrequently and accounted for less than 3%
of visits for all patients.

When patients required bilateral treatment, fellow eye injec-
tions were administered during the same visit on most occasions
across both cohorts (62.6% for treatment-naive and 80.3% for
non-treatment-naive) (Supplementary Table 3).

Disease monitoring assessments

SD-OCT, BCVA, non-refracted VA and slit lamp biomicroscopy were
conducted for more than 90% of patients in both cohorts in year 1
and 80% of patients in year 2 (Fig. 2).

Of the primary endpoint assessments, SD-OCT was conducted
more frequently, with the mean frequency of both assessments
reduced in year 2 (SD-OCT: treatment-naive; year 1, 6.6, year 2, 4.6;
non-treatment-naive; year 1, 6.1, year 2, 4.8; BCVA: treatment-
naive; year 1, 2.4, year 2, 1.2; non-treatment-naive; year 1, 2.0, year
2, 1.1). Frequency of assessments indicates a preference for non-
refracted VA to assess functional disease outcomes. Fluorescein
angiography was the least frequently conducted assessment with
less than 1.5 mean assessments for both cohorts throughout the
study period. Notably, the frequency of all assessments evaluated
was reduced in year 2.

Outcomes assessed by treatment pattern

The improved BCVA outcomes at M12 for treatment-naive
patients receiving five initial monthly injections (full loading
dose) within window, in comparison to patients who did not
receive these, was reported previously [17]. Further analysis for
this cohort demonstrated that BCVA outcomes at the end of the
follow-up period were marginally better in patients receiving the
full loading dose compared to other patients (mean change
from baseline of 1.4 letters compared to 0.4 letters, respectively);
however, only one-third of patients received five loading
injections (Table 2). Macular fluid dryness was comparable for
those patients with or without full loading dose administration
at M24 (mean CST change from baseline of -121.5um and
-124.2 um respectively).

SPRINGER NATURE



S. Sivaprasad et al.

b= (7]
il =
> o
< >
3 I
v o
o) -
£
B
] _—
& =)
S )
wv
c
c ©
(] [
E= =
8 =
- -
o -
o
g I
3 Sl
5 g &
V] N =
o
5 = c
Q
°
c
©
pig
S
£
0] ®
2 o
£ =
5
c
2 —
= a
‘uj () =
5 S 5
< ‘s ]
o) < =
v E"
€ g 3
v E -~
- -
© o Il
o 9 =
¢ T g
= c N
© ° Ll g
< Z2 = =
=
c
£
s 2
o iy
= >
z -
o S
< L
e}
c
©
v =
2 a
g s
€ 3
g =
g
© ©
v N
) (2]
o I
r=io} s
;_g e
s 38
pg
< s
3T
= ¢
~ ®©
~
Rl 8
g S @
=9 >
T ® ®
c 3 3
S °
— = -
N ©
o
s
2 c -
® =)
~— (@©
52 2
—
o c
0 s
c
';8 o =
>
.‘:Etaa
25 e &
>2c L om
ca § |
gO 9
=Y E £
B c B N
25 & <
2 - = &
S
2
o
° c
E+ -
€T S
5 c =
wv @© @
:9 53
r— ]
-ﬂ*(-u' o—
e 0 >

SPRINGER NATURE

(%)

Visits (%)
201 (12.8)

(%)

(%)

226 (10.7)

(3.8)

5.8

39 (28.8)

(2.3)

3.8

3.8 (2.4) 281 (7.5) 75 (23.0) 5.2 (4.7) 390 (7.4) 53 (31.4)

74 (19.1)

Treatment
only

3.4 (2.0) 1170 (31.3) 316 (96.9) 7.0 (3.9) 2212 (42.1) 148 (87.6) 3.5 (1.8) 518 (33.0) 132 (97.8) 6.2 (3.4) 818 (38.6)

344 (88.7)

Monitoring

assessment

only

1026 (48.4)
48 (2.3)

7.6 (5.3)

2.1 (1.4)

135 (100.0)
23 (17.0)

169 (100.0) 4.8 (2.9) 811 (51.7)
38 (2.4)

16 (9.5)

2510 (47.7)
148 (2.8)

7.7 (4.0)

3.9 (4.0)

326 (100.0)
38 (11.7)

2212 (59.2)
73 (2.0)

5.7 (2.5)

388 (100.0)

26 (6.7)
A treatment visit is defined as a visit where intravitreal aflibercept (IVT-AFL) is administered to the study eye.

Combined

(1.9)

24

(2.2)

2.8

Post-injection

A monitoring visit is defined as a visit where at least one of the following assessments is completed for the study eye: ocular assessments such as best-corrected visual acuity, spectral domain optical coherence

tomography, non-refracted visual acuity; haemoglobin Alc or vital signs assessment.

A combined visit is defined as a visit where the study eye is treated with IVT-AFL and at least one monitoring assessment is conducted.

A post-injection monitoring visit is defined as a visit conducted following the first IVT-AFL treatment in the study eye, where neither treatment nor monitoring assessment(s) is conducted.

In non-treatment-naive patients, a lower proportion received
loading dose (approximately 15%) compared to treatment-naive
patients (Table 2). At M12, patients who received five loading
injections experienced a mean gain from baseline of 3.0 letters,
compared to a loss of 0.3 letters in other patients. Conversely, at
M24 a 3.1 letter loss was observed for patients who received
loading dose compared to a stable result for those who did not.
These differences between the M12 and M24 outcomes for the
non-treatment-naive patients may be due to the low number of
patients available in the subgroup for assessment. Mean changes
in CST across the loading dose subgroups reported an improve-
ment in CST outcome, however, outcomes were affected by
baseline severity (Table 2).

Adverse events reported by administrator

A total of 948 treatment-emergent adverse events (TEAEs) were
reported, 711 in the treatment-naive cohort and 237 in the
non-treatment-naive cohort. Investigator assessment indicated
that 44 (6.2%) and 13 (5.5%) TEAEs had a reasonable causal
relationship with the injection procedure, and 26 (3.7%) and 9
(3.8%) TEAEs had a reasonable causal relationship with IVT-AFL, in
the treatment-naive and non-treatment-naive cohorts, respec-
tively (Table 3). IVT-AFL injection administrator assessment
indicated that the majority of injections were administered by
HCPs other than physicians (Supplementary Table 4), primarily
nurse administrators (treatment-naive 55.0%, non-treatment-
naive 54.1%). For most patients, the administrator type varied
throughout the 2-year follow-up, with only 6.2% treatment-naive
and 6.5% non-treatment-naive patients receiving treatment by a
physician throughout the study.

The number of TEAEs and patients affected was consistent for
both administrator types (physician vs. non-physician). Overall, in
the treatment-naive cohort, 1.6% of doctor-administered and 0.7%
of other HCP-administered IVT-AFL injections were associated with
a TEAE. For the non-treatment-naive cohort, 0.7% of doctor-
administered and 0.7% of other HCP-administered IVT-AFL
injections were associated with a TEAE, respectively.

In patients who received at least 75% of injections from the
same administrator group, the proportion of injections resulting in
an injection-related TEAE was less than 1% in both the treatment-
naive (1.1% doctors, 0.8% other HCPs) and the non-treatment-
naive cohort (0.7% doctors, 1.0% other HCPs) (Table 3).

DISCUSSION

DRAKO previously reported that the mean baseline age for
treatment-naive patients was 62.9 years [17]. A recent study in the
UK assessing over 400,000 patients found the mean age for T2D
diagnosis is 60.4 years in men and 61.7 years in women [18]. With
almost 90% of patients diagnosed with T2D, the DRAKO cohort
indicates that the DMO population developed T2D at a much
younger age. DMO diagnoses took 13.1 and 14.1 years for the
treatment-naive and non-treatment-naive cohorts respectively,
consistent with the consensus that duration of diabetes beyond
10 years is a significant risk factor for developing DMO [19].

DRAKO previously reported that 53.9% of treatment-naive
patients had a DMO diagnosis in the fellow eye at baseline [17]
and in these patients the fellow eye was diagnosed a median of
1.5 years before the study eye.

Although the overall study cohort is broadly aligned with the
UK population, the proportion of Asian and Black patients was
higher, and for the non-treatment-naive cohort, more than
double that observed in the UK 2011 census data for England
and Wales [20] whilst the proportion of White patients was lower
(UK 2011 census: 7.5%, 3.3% and 86.0% vs. DRAKO: 20.3%, 7.5%
and 64.3%, respectively). The higher proportion of Black patients
was expected, as the prevalence of DR is known to be markedly
higher in the Black population than the White population [21]. The
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Fig.2 A summary of diabetic macular oedema disease monitoring assessments conducted during the study. A Shows the percentage of
patients undergoing each assessment in year 1 (M12) and year 2 (M24) for treatment-naive and non-naive patients; B Shows the mean
number of assessments per patient (accumulated figures are presented) in year 1 (M12) and year 2 (M24) for treatment-naive and non-naive
patients. BCVA Best-corrected visual acuity, SD-OCT Spectral domain optical coherence tomography; VA Non-refracted visual acuity; Photo
fundus photography; FFA fluorescein angiography, Slit lamp = slit lamp biomicroscopy; Ophthalmoscopy includes both direct and indirect

assessment.

Asian population in DRAKO was larger than expected; however, it
is widely reported that the risk of developing diabetes is up to six
times higher in South Asian patients than in White patients [22].
Additionally, DRAKO included several centres in areas of ethnic
diversity with large South Asian populations.

Outcome findings were mixed, with Black patients achieving
superior BCVA and CST outcomes to White patients at M12 for
both cohorts; however, BCVA outcomes at M24 were poorer, albeit
the sample sizes were small (22 and 21 patients at M12 and M24,
respectively).

All participating centres confirmed that assessing BCVA was
standard of care; however, in practice non-refracted VA assess-
ments were routinely used. The resource required may have
resulted in them being reserved for periodic use as a reference
point rather than for day-to-day clinical decision making. The
proportion of ‘treatment-only’ visits were relatively small, indicat-
ing that most clinics operated a combined ‘one-stop’ assessment
and treatment clinic visit strategy. Where bilateral treatment was
required, around 70% of fellow-eye injections were provided on
the same day as the study eye. The figure was higher for the
non-treatment-naive cohort, perhaps reflecting greater clinical
familiarity and more established treatment patterns in such
patients. As well as fewer visits and assessments in year 2, the
proportion of combined visits reduced and monitoring-only visits

Eye

increased. This seems to suggest a greater focus on year 1 of
treatment, perhaps reflecting findings from various randomised
clinical trials [23, 24] that the largest gains are achieved in the first
year. There were still significant numbers of visits in year 2;
however, the majority were monitoring only visits, indicative of a
change in approach. It is possible that a need to manage resources
may have influenced a strategy of maintaining vision, rather than
actively seeking further gains in year 2. It was previously reported
that treatment-naive patients who received the full initial five
injection loading dose, as per SmPC, experienced a mean letter
gain of 4.2, significantly higher than the overall mean gain of 2.5
letters [17]. This trend continued in the non-treatment-naive
cohort, where a mean letter gain of 3.0 (14.8) was observed in
patients receiving the full loading dose compared to a loss of 0.3
(9.1) letters for those that did not, importantly reflecting the earlier
findings that the five initial monthly injections should be
completed to optimise outcomes (Table 2).

DRAKO reported that the majority of IVT-AFL injections were
administered by HCPs other than doctors. Although the current
SmPC references that “Intravitreal injections must be carried out
according to medical standards and applicable guidelines by a
qualified physician experienced in administering intravitreal injec-
tions” [16], the ‘off-label’ approach observed in DRAKO is now well
established and widely adopted in the UK, with a strong evidence
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Incomplete IVT-AFL initial

injections

Initial IVT-AFL injections

Non-treatment-naive
within window

Incomplete IVT-AFL initial

injections

Initial IVT-AFL injections

within window

Mean change from baseline (BL) outcomes in best-corrected visual acuity (BCVA) and central subfield thickness (CST) for treatment-naive and non-treatment-naive cohorts by initial dosing.
Treatment-naive

Those patients receiving initial intravitreal aflibercept (IVT-AFL) injections within window are defined as patients receiving five initial monthly injections within 28 days +10/-3 days (25-to-38-day

window). All other eligible patients are included in the incomplete IVT-AFL initial injections subgroup.

Table 2.

SPRINGER NATURE

Change from BL

-0.3 (9.1)
130 (76.9)
0.2 (13.2)

BL

Change from BL
3.0 (14.8)
23 (13.6)

BL

Change from BL
1.8 (12.6)
249 (64.2)

04 (11.1)

BL

Change from BL
4.2 (10.9)

BL

69.6 (13.6)
141 (83.4)
69.9 (13.4)
113 (83.7)

64.5 (14.2)
25 (14.8)

71.7 (12.0)
264 (68.0)

70.6 (12.1)
111 (28.6)
70.1 (12.6)
105 (32.2)

Mean (SD)
n (%)

M12

BCVA (letters)

104 (26.8)
1.4 (15.6)

-3.1 (11.7)

67.5 (9.1)
22 (16.3)

72.2 (12.3)
221 (67.8)

Mean (SD)
n (%)

M24

113 (83.7)

22 (16.3)

221 (67.8)

105 (32.2)

-76.2 (140.2)
141 (83.4)

414.4 (123.0)
143 (84.6)

-95.2 (123.7)
25 (14.8)

446.5 (107.7)
26 (15.4)

-123.6 (118.9)
270 (69.6)

451.1 (92.2)
271 (69.8)

-108.5 (110.0)
116 (29.9)

4433 (79.9)

117 (30.2)

Mean (SD)
n (%)

M12

CST (pm)

-97.5 (136.1)
113 (83.7)

417.8 (121.0)
113 (83.7)

-61.0 (112.9)
22 (16.3)

447.0 (99.0)
22 (16.3)

-124.2 (98.6)
221 (67.8)

446.0 (74.6)

-121.5 (115.7)
105 (32.2)

451.0 (82.8)
105 (32.2)

Mean (SD)
n (%)

M24

221 (67.8)

base [25-29]. In keeping with a growing trend within the NHS for
professional development of HCPs [30, 31] to address the
increasing levels of demand on NHS services, the Ophthalmic
Common Clinical Competency Framework (OCCCF) [32] was
launched in 2016 with the support of the Royal College of
Ophthalmologists, Royal College of Nursing, College of Optome-
trists and Health Education England. The OCCCF curriculum
provides standardised training (Ophthalmic Practitioner Training)
to non-medical professionals working in ophthalmic secondary
care across the UK, including training on the administration of
intravitreal injections. The transformational aim is to enable
increased clinic capacity, with other HCPs substituting for
ophthalmologists in administering injections and ophthalmolo-
gists overseeing the service and focusing on other roles within the
clinic. DRAKO did not observe any meaningful differences in
patient safety outcomes based on the injector role, reflecting well-
documented clinical efficacy and safety profiles for non-physician
injectors [25-28] and supporting the rationale for current
established UK practice.

DRAKO has some limitations often inherent in observational
studies, such as inconsistent treatment administration, non-
defined functional eligibility metrics and descriptive analyses,
lacking statistical power for formal comparative testing. However,
the prospective study design and wide range of contributing sites
enabled treatment effects to be monitored across a diverse, UK-
representative population. In summary, DRAKO demonstrates that
the UK diabetic retinopathy screening programme is identifying
patients with a high baseline BCVA, and they are being treated
soon after diagnosis. Centres are managing resources by adopting
‘one-stop clinics’, aligning treatment visits for patients undergoing
bilateral treatment, focusing more on treatment in year 1, and
monitoring and maintenance in year 2. Non-refracted VA
assessments are routinely used, and IVT-AFL is most often
administered by non-physicians, with similar safety outcomes as
physician-administered treatments. Overall, the high baseline
BCVA was maintained at 24 months and anatomical outcomes
continued to improve in year 2, although it is possible that wider
adherence to the initial five monthly injections as recommended
by the IVT-AFL SmPC could have improved outcomes further.

SUMMARY

What was known before

® The effectiveness of intravitreal aflibercept (IVT-AFL) for
treatment of diabetic macular oedema (DMO) patients has
been demonstrated in several pivotal clinical trials (VIVID and
VISTA) and non-UK focused observational studies (APOLLON),
although such investigations primarily focused on patients
with baseline visual acuity of <73 letters.

® Retrospective registry-based studies of anti-vascular endothe-
lial growth factor (anti-VEGF) treatments have reported lower
injection frequency and functional gains than randomised
clinical trials.

What this study adds

® DRAKO results for non-treatment-naive eyes confirmed
previous findings for treatment-naive eyes that the five initial
monthly injections optimised year 1 outcomes of IVT-AFL
treatment of DMO patients in the UK.

® In UK standard of care IVT-AFL treatment of DMO patients, IVT-
AFL was most often administered by healthcare professionals
other than doctors, with safety outcomes similar to those
treatments administered by doctors.
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Table 3.

Summary of treatment-emergent adverse events (TEAEs) with reasonable causal relationship with the injection procedure or intravitreal

aflibercept (IVT-AFL) treatment in the treatment-naive and non-treatment-naive patient cohorts. TEAEs are stratified by injector, where the same
category of injector has administered IVT-AFL injections throughout the study or where the same injector category has administered IVT-AFL 75% of
all injections throughout the study. The Other HCP injector group includes all non-clinician healthcare professionals (HCPs), including nurses and

optometrists. Analysis was conducted in the safety population.

Injector role

Injection procedure-related TEAEs

TEAEs n Patients
n (%)
Treatment- Any TEAE (n=711)
?:2’207) All TEAEs/AIl injector roles 44 28 (5.5)
Administrator of Doctor 27 14 (2.8)
the last injection Other HCP 17 14 (2.8
prior to TEAE er 28)
Same injector Doctor 1 1(0.2)
role for 100% Other HCP 3 3 (0.6)
injections
Same injector Doctor 11 6 (1.2)
role for 75% Other HCP 12 8 (1.6)
injections
Non- Any TEAE (n =237)
:":_I_";"te'“e“" All TEAEs/AIl injector roles 13 10 (4.1)
(n=241) Administrator of Doctor 5 (2.1)
the last injection o
ther HCP 8 5 (2.1
prior to TEAE er 21
Same injector Doctor 2 2 (0.8)
role for 100% Other HCP 2 1(0.4)
injections
Same injector Doctor 3 3(1.2)
role for 75% Other HCP 6 3(12)

injections

® DRAKO findings suggested that a greater focus is placed on
treatment in year 1 in standard of care IVT-AFL treatment of
DMO patients in the UK, with considerably fewer treatment
visits and assessments in year 2 and a substantial increase in
the number of monitoring only visits.
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