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Table S1 Summary of the comparisons of the outcomes of the ‘gold standard’ clinically defined
measured and symmetrised paired fields to those of the pattern-recognition algorithms illustrated in
Figs 1 and 2 for each of the subcategories of the validation case series. Within each subcategory, the
light grey shaded row contains the outcomes of the clinical evaluation and the dark grey shaded row
that of the algorithm.



S1 The EMA-approved perimetric protocol for the detection of VAVFL with the Humphrey Field
Analyzer

The EMA-approved perimetric protocol with the HFA comprises the Three Zone Age Corrected Full
Field 135 Screening Test (FF135) and the Central C30-2 Threshold Test (C30-2T). The FF135 contains
135 stimulus locations extending radially from the central field out to a maximum eccentricity of 90°
temporally. A default Goldmann size Il stimulus is presented at a luminance 8dB brighter than the
corresponding age-corrected normal value. If the stimulus is ‘not seen’, it is re-presented at the
maximum luminance (10,000asb), which is equivalent to a Goldmann V4e stimulus, and the response
is documented as either ‘seen’ or ‘not seen’, as appropriate. The C30-2T determines the threshold, i.e.,
the minimum detectable luminance, of the default size Il stimulus, at each of 76 locations, separated
by 6° and offset by 3° either side of the vertical and horizontal midlines, within an eccentricity of 27°
from fixation. If VAVFL is present with one type of test, the other is not mandated and its use is at the

discretion of the attendant clinician.

S2 Symmetry Index

The degree of between-eye mirror image symmetry of each measured paired field was quantified in
terms of an index consisting of two components each of which is a fraction ' The numerator of the first
fraction comprises the number of between-eye mirror image stimulus locations which each exhibit either
relative or absolute loss for the FF135 or abnormality at p<0.02 by Pattern Deviation probability analysis
for the C30-2T. The denominator comprises the total number of stimulus locations exhibiting
abnormality summed across the two eyes. The numerator of the second fraction comprises the total
number of stimulus locations exhibiting abnormality summed across the two eyes and the denominator
comprises the total number of stimulus locations across the two eyes. The index for each type of
perimetry is then referenced to those obtained from the simulation of one million randomly generated
pairs of abnormal fields exhibiting varying, areas and depths, and locations of loss, within- and between-
eyes and provides an indication, as a function of severity of loss, as to the likelihood of obtaining
symmetrical field loss due to chance. Any symmetry displayed by the measured fields becomes

apparent when compared to that from the simulated fields.



The symmetry index, for the measured paired fields for each individual within the validation case series,
referenced to the likelihood of symmetry occurring due to chance, is shown in Fig S1. The paired fields
which were normal and those exhibiting VAVFL displayed a high level of symmetry. As would be
expected, a low symmetry index was present in cases with VAVFL which exhibited considerable
variability in one or both of the paired fields due to poor compliance; cases with VAVFL where the
homonymous loss was more extensive than the VAVFL; cases with homonymous loss, alone, and those

with glaucomatous field loss.
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Figure S1 The conversion table for the transformation utilised in the symmetrisation process (top
FF135; bottom C30-2T)



FN = 0/16 id:28 A FN = 1/19 | FP = 0/14 Similar Adult (id: 28) FP = 1/14
FP = 0/17 Left Right FP = 2/19 | FN = 0/12 Laft Right FN = 0/14
FL = 1/18 ° ° ° x FL = 2/21 | FL = 2/19 ° ° ° ° FL = 1/17
° o o ofo o o x o ofo 1 o ° ° o X ofo o o x o ofe o o °
L] o X o o o o o o L] L] o o o o o o o L]
o 08800 0 © 000 Yio © 1880 o o 08 809 o o uoo Yoo © o 08800 o
o o 00000 00000 00 X o o Py X Do 00000 00000 o o o o Oo 00 00000 00 o o X o o 00 00000 00000 o o
" o x o o o 00000 o X 00000 o o o x ¥ ' o 0 00_o00 o 0 00 _00O0 o
° 000 00000 o o0 o0 o 00 o ° 00000 000 ° ° 000 000000 o OD o 0o 00 ° 00000 ooo °
L 0%% 2P0 %02 x o %0 0%% 2P0 o 0 © 0%%[00P0 2002 x 0 %0 0%%[ed 0 °
x 0000 o ] o 0000 o o 00/0 0 o ' o ooloo x
M L] o ° oo x ' x x X 1] ala 1 o ° oo x ° o ° o L] °
o X X o
x o o olo X 1 1 1 olo o o ' x o o olo o X o o olo o o x
1 o X L] X X L] o o o o o
o x ox ' Age:14 ' x|e X o ] o ofx ' Age: 34 ' ofe o ]
S1=(0.23,0.68) SI=(0.11,0.43)
X 1] X o o X
- Similar Adult (id: 29
FN = 4/25 id:29 ) N =4/22 | FP = 1/21 ( ) ) =1/18
FP = 0/26 Left Right FP = 0/21 | FN = 0/20 Left Right FN = 4/19
FL = 0/24 x ' ' ' FL = 6/22 | FL = 0/23 o ° ° ° FL = 3/22
X o o o|o o
x o o o
o o X 1 o o o o
o o x ' x 008 8o o
o o o X 0 X o 00 00000 ° o
0 X0 _000 o
o XX oo Oo ooo °
x o o x x X 1 o X X °0 000 000 o o x
x x x [ x x% 0% x
N L] X o o ol o X ' x x|o ° x o N
o x x x
x x x o X x| X L] 1 o x| x X o x
X 1 1 1 X X 1 X 1 X o L]
' x 1 L} L] Age:11 1 1 X ' N ' x X L} 1 Age: 59 o 1 L] x N
S1=(0.45,0.67) S1=(0.38,0.83)
1 L] L] 1 L] L]
i Similar Adult (id: 30
N = 2/17 id:30 ) FN = 3/20 | FP = 0/24 ( ) = 0/25
FP = 0/24 Left Right FP = 0/22 | FN = 5/23
FL = 0/23 x ' ' ° FL = 0/22 | FL = 0/24
X o L]
L] 1 o x 1 X 1
x x L]
X o X
. ' o o o . . o o
1 L} o L} 1 o
1 x ° o x L]
x 1 X ol X o X 1 ol 1 o ' °
] X o L] L] 1 L] o o X X L}
M x 1 L] o Age:14 L] 1 L] ' N M N o L] 1 Age: 29 1] X X ' '
S1=(0.47,0.80) S1=(0.59,0.83)
1 1 L} 1 1 1 1
FN = 1/17 id:31 FN = 3/20 | FP = 0/15 Similar Adult (id: 31) FP = 0/13
FP = 0/16 .Lef§ 5i hlt FP = 0/22 | FN = 2/14 oLefg gi hg FN = 0/14
FL = 3/20 x o o ' FL = 1/23 | FL = 1/16 o o o ' FL = 0/17
x o o te o L] o 1 x|x o o ' ° o o ofo o o o o ofo o X °
o o 1 o L} 1 o o o L] o x o 1
o 1 o x 00880 [ o 00880 o o 0o 00 o 00880 x
o o 1 X o, 0 000 00000 0 o o o o DOO 000 o OO o X 1 o 0 0 000 o oonoo ° o
1 i 00 _o000 o o 0 00_ o0 X X 00 _ 000 o
o o ol o ° 0@00° 000 ° o 000 o 000 00 o X oD o 00000 Qo °
o 1 0X 0fx_0 0 o o 000000 00 o 1 00 _00 00 00 o
o o h 1 X0 o X 500150, o o o ooooo o xxl oo ", 0% 0% o o
o X ° x x o|v o ° X xla © ° o °|° ° ° x ° ° o ° ° o
o o o o
° o o olo o o o o olx X X x x o o olo o o o o olo o o o
X o X o X 1 X o o o o o
o [l ol ' Age:12 ' e X ] ] x °le ° Age: 43 ' °le o o
S1=(0.26,0.50) $1=(0.10,0.37)
X o L] L] o o o

Figure S2. The paired measured fields with the FF135 for the 4 children with VAVFL (left) and the
matched measured field extracted from the case series of 123 (adult) individuals.



Full Field 135 Point Test Central 30-2 Threashold

100 100
100 100
| @ Adults - No Vigabatrin exposure| % | @ Adults - No Vigabatrin exposure | 90
> 80 5 80
S o951 S5 |
g 2 70 g - 70
£ 22 £
> 60 > 60
[} R ]
¢ so0 50 9 s0 50
u.J i
c 11 40 c 40
GJ [
[y L 4
H 30 2 30
g 5t g st
La] 20 @ 20
10 10
0 ot
ry n n s s 0 r i s L N 0
0 25 50 75 100 0 25 50 75 100
Combined Visual Field Loss Combined Visual Field Loss
Full Field 135 Point Test Central 30-2 Threashold
100 100
100 | 100
- 80 80
s st S 75
9 70 2 70
£ £
> 60 > 60
[} o5 ] L
o 50 50 2 50 50
< w0 & 337" 40
[ ] - '~ 2 —
9] 9] AR -
2 30 = o 30
g s o
@ 20 @ 8 - 20
ot 0
n r . . 0 " A L L 0
0 25 50 75 100 0 25 50 75 100
Combined Visual Field Loss Combined Visual Field Loss
Full Field 135 Point Test Central 30-2 Threashold
100 100
100 |+ 100 +
% I @ Adults - Vigabatrin exposed with homonymous visual field loss 90
> 80 5 80
oot o5t
9 70 2 70
£ £
S, 60 5 60
) 7
9] -covag [} &
S 50 9 s0 50
w w = 5 -
q:J 40 g - G 40
[ [ - . el
3 30 =2 -8 30
g 5t ] -
@ 20 @ £ * 20
10 l‘-\'\\_h___ 10
ot 0 28
L 0 I T s L L 0
0 25 50 75 100 0 25 50 75 100
Combined Visual Field Loss Combined Visual Field Loss
Full Field 135 Point Test Central 30-2 Threashold
100 100
100 | 100
I @ Adults - Vigabatrin exposed with homonymous visual field Iossl 90 @ Adults - Open angle glaucoma 90
M Adults - Homonymous visual field loss
80 80
E 75 ? 75
o I 70 9 70
£ £
s 60 5 60
(%] (2]
[ [
S o0 9 so0 50
w g - X
c 0 < - 40
$ g : =t
Z s 30 .2 e  ® e 30
=1 =1 L 55
[] 7] 086"
] 20 @ 4 9 - 20
10 ey 10
of; . . ; . 5 of; 7 —a75—e88—, ; ; X
0 25 50 75 100 0 25 50 75 100

Combined Visual Field Loss Combined Visual Field Loss

Figure S3. The two components of the symmetry index for the measured paired fields derived with the
FF135 (left) and with the C30-2T (right). The abscissa represents the severity of the visual field loss.
The left ordinate represents the degree of between-eye mirror image symmetry of the paired fields. The
scale on the right shows the level of probability associated with a random occurrence of symmetry. The
red areas each contain the data points from one million randomly generated pairs of fields with differing
levels of severity and represent the likelihood of between-eye mirror image symmetry occurring due to
chance at p>0.01. The black circles represent the paired measured fields of the individuals within the
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validation case series. A circle positioned within the white region indicates a high level of between-eye
mirror image symmetry at p<0.01. A circle in the top right corner indicates a high degree of symmetry
since each of the measured fields within the pair exhibits advanced loss. A circle in the bottom left
corner indicates an absence of symmetry since each of the measured fields within the pair is normal.



