WO 2023/084208 PCT/GB2022/052836

111

16
2
Figure 1

18

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208 PCT/GB2022/052836

2111
/30
acquire, using an EEG acquire, using a heart rate

monitoring system, EEG data monitoring system, heart rate

39~ from a subject, said data being data from the subject, said heart
recorded over a first time period, rate data being recorded overa —~—34

said first time period including second time period, said second

an event. time period also including the

i event.

| selectan EEG template from a
|
35~ set of age-dependent templates
: to obtain an age-appropriate
| EEG template.

b 4
y '

scale an EEG template to fit
event EEG data at a specified
latency following the event to
derive an EEG scaling factor

N I

i_mOdU|ate the EEG Scaling factor_i e - 9

| | : modulate the heart rate change :

| using baseline EEG datato | . |
3771 obtain a modulated EEG scaling ! | due to the event using the r\’39

| |

-

determine a heart rate change
due to the event using the heart —~—38
rate data

36 ™

baseline heart rate data
[ factor I

e ——— e — - e

l l

combine the EEG scaling factor and the heart rate change to generate a
score indicative of a response of the subject to the event

~— 40

Figure 2

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208 PCT/GB2022/052836

311

Term template

1
a

Magnitude at scale 1 (/)
O

N A
g O
T T

O
o

0.4 045 05 0.55 0.6 0.65 0.7
Time from stimulus (seconds)

Figure 2A

Pre-term template
100 . P

801
< 60,

N B
o O

Magnitude at scale 1 (p
o

& b
o O O

035 04 045 05 055 06 0.65
Time from stimulus (seconds)

Figure 2B

o
o

o
w

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208

42
—e—g(x)=1 25x+1.5

411

44
—l—h(x)=0.5x-2

PCT/GB2022/052836

46
100y, - - —
90+ -==- Sensitivity|-
80t 48 — Specificity| |
)
70} 48
60 [\
R 507 o
40+ ‘\\ 46
301 TS e §
20 B \\\\‘\
10 \\\\___
0 ! ! ! !
0 2 4 6 8 10
Threshold
Figure 4

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208 PCT/GB2022/052836

511

1.5

---- Preterm Sigmoid S, (a)
S (a) — Term Sigmoid S, (a)

—_

Template probability
o
(8,

o

Sh(@)

32 32.5 33 335 34 345 35
PMA, a (weeks)

Figure 5

S;(a)

)
1 T T T T
0 g _\\\ \ |
: ---- Preterm scaling function S, (a)
081 — Term scaling function S, (a)

g o7}
2067
8 05}
g 041
2031
(3}
— 02-
0.1¢
0 30 32 34 36 38 40 42
PMA, a (weeks)

\ /'\s )

~. -
=~ —)

Figure 6

SUBSTITUTE SHEET (RULE 26)



PCT/GB2022/052836

WO 2023/084208

6/11

/ aInbi4

-

ey # Ak ¥ [ 4

~

1 1'0Fq
g iy = wldV
Y717 Y12

\

\_ NOILVINOWO iy /

REE]

:suonenoeo Y14y

LN

Il
33

~

1, 1 1
g1 413 = ¢3

~

:S10108) Buljess pajybiam-409

“A (wJa)) syejdwa |
‘o ‘(uweyaud) ayedwa |

4 [ 474 S J0 SS3Up00H _/

L 1
g1 X' =y13

:suonosloid ajejdws |

y X 71X

Y7 41 9
1a(CaT a) =X
'SJ0J0OA UDISIOAU|

N

(4771
Tha 4a]

'q ‘933 pasayy Apoom

903 passyji4

-

(zH09 %2 05)
Buuayii yoloN

A

(zHot-21)
[eubis 993 pass)ju-ssedpueg

(zH09 %2 05)

-{ (Giopl swigo}) Buwiayy Apoom [g
\_NOILD3rO¥d 3LV1dW3L 933 /

33 passiii4

Buvayi4 yojoN

)

(zHoe-50)
[eubis ©33 pala)jy-ssedpueg

e

\_ONISS300¥dTHd TYNDIS /

I 'IN3A3 HOV3 ¥OA

903
| juane

mey

933
| Jusna

mey

479 49 :suonoafoid punoibyoeg

SUBSTITUTE SHEET (RULE 26)



PCT/GB2022/052836

WO 2023/084208

7M1

panunuo?) J ainbi
['suana A (“ )y (F2)8 (‘4 'x)
piaby | SO A (9) '8 idy - (B)*S O dy YR =*V 1V gy
4 N\ N uopespenosia | N )
+ ¥H g .
p ) .y
Y gy = P FOTE |qy= W T Ty = IdvV
o< v ' ® gy N
1DAH 1 LS ! 15
Dy v 108 ="V (‘x)y >y ————+4 uopeynojea * ¥
0> Vi M gy (@4 p=r2) (4 - (o) oes_ldv
‘9SINUA)0 (03 UsS(y 4 =
. o3 <Lty 1o
ge<el _wmw IdVY _ rom v TR.VMA.NRH—_ (E9k:) A:_ %Nl " .~II<
b ze>en FH gy - (3
romd 1 () gy || gy
uonenpojy juswbog ! \Hv 8 ¥H eAueq
\_NOILOFTIS ALVIdNILOT ) \_ NOILYINOTVO ‘Idv ) \_ NOLYINOWO Hidy

e AT | 4

904 pasaji4

SUBSTITUTE SHEET (RULE 26)



PCT/GB2022/052836

WO 2023/084208

811

Q ainbi4
4 A
0 0 =
7 4 i L i i o 4 Y le0g
o & E
. Q.
gAY 6l0g @
L > =
T €0 mwo 08 m
= _ ﬂ VO T , €0 =5
_._meu_ _ _ _ T _ _ J>1 o.m A Nm
A0Sl [ [ [ I [ | \riw\(_/
%A v e T T Vo \(/7; 933 pasojid
|
\ _ [ [ |
5] (@\_Z @Ar) @\_rl EL? \@1( 8@7 )mjj \M/T/ 933 mey
| | |
uoie|nNWNS  [0JUOY  UOKEJNWIS UoKenWN)S co_ﬁm_:E_“m wm_m_ uonenWis  [0JJu0d 933
§ SNOIXON SNOIXOU-UON 998  [BnsIA Aoypny punoibyoeg q SNOIXON  SNOIXOU-UON punolbyoeg v)

|
s

bos

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208 PCT/GB2022/052836

911

ROC for classification of noxious and non-noxious procedures

o
19 —template 56
09 —undi(scretized API
0.8 - 56
0.7 1
2 06 1
=
"§ 0.5 1
Q
an 04 .
0.3 1
0.2 1
0.1 1
0 T T T T 1
0 0.2 0.4 0.6 0.8 1
Specificity
Figure 9
1 % 4-
= 0381 i
0.6 —
§ a2
& 041
3 1
0 I 1 1 O- .,Ie 1 L _IA
Non-noxious Heel Immunisation Non-noxious Heel Immunisation
control lance control lance
Figure 10

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208

PCT/GB2022/052836

10/11
I *
10
8 —
_ 6+
n‘ o
<C
4 —
2- oo{ ) o
04 ) 0O XWOO
| |
Controls Local anaesthetic
Figure 11
54 -5
4 —4
3 —3
o
<€
2 —2
1_\ )
0- ~-0
Control Local anaesthetic

Figure 12

SUBSTITUTE SHEET (RULE 26)



WO 2023/084208 PCT/GB2022/052836

1111
I *%
10 o
8_
— 6 oo o
o [o]
<C
4— oio
2— oo oo
O— 0 oo oaD %= ®Oo
| |
Controls Local anaesthetic
Figure 13
I * 1
10— o o
8— )
_ 6— o oo
o
<<
4— o o o}
2 © aoo oo
@ECDO
0— ocommoo 0000 0
| |
Uninfected Infected
Figure 14

SUBSTITUTE SHEET (RULE 26)



