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100

\

102 - Acquiring a hyperspectral image of
the tissue using an imaging sensor within
a contiguous wavelength interval

104 -Identifying at least one spectral
confounder causing a spectral variability
of the hyperspectral image

106 - Deriving a spectral model of the
tissue in a manner such that the
correlation of the spectral model and the
identified spectral confounder is
minimized

108 - Calculating a measure of the
biomarker of the tissue using the derived
spectral model

FIGURE 1



2/21

0c6

3¢ FdNOIA

(Wu) yibusgaep
008 (00724 009 00S

yjoq buinoway

B0UB}O8|J8Y

g¢ 34N9ld

{Luu) Yibuajaaepa
006 008 002 009 00S

uoneyuawbid Buinowoy

aoueos|jay

0/

0

6

V¢ 3dNOId

(Wu) yibusgaep
008 (4074 009 00S

joeIRIRD BUulnOWaY

80UB08)JaY



3/21

€ -NSOI4

| 0
|
I Y % TT—
butsssooxd ) e 0cce |
I o1 25 g ¢
I -°4d 5 © 0 g _
pue sSI0SuU2g m A D5 ATquessy |
_ buthewt 3 5 UOTIRUTWNTTT |
; TeoT3do I
“ 0 0 I07eI2Uan |
: SID]TTA pbutsssooig 20In0g |
I PSSTUCIUDUAG sIopunolg R IUbT] |
I — uop/oTnpon | snonpTIUOD |
\\T\\- puTtsseooig -//“/
|
91¢€ - - -

oLe




4/21

(wu) Yyybuajanepp .V mm D w_n_

0S8 0SZ 0S9 0SS 0Sv 0S8 0SZ 0S9 0SS OSY
50°0-
30

M f So0

[$Y)
w
o
0
o
<

-
I
0
)
=]

(6011) aour103|1}94 PASIIBWION

S§9SB0 —— S§]0JJU0D ——

sSased

S$|oJju0d

006 0S8 008 0S. 004 0S9
(wu) yibuajaaepp




5/21

wi

w2
—— controls
—— cases

o . N ™
o o o <
1 1 1 0 O

p < FDR

n.s.

(607) 9our)oopay (607) 2ouULROB|94 PISIBWION

Yo}

©

o o

Ia) 1l

w o

(@]

T 9w N - 0 =N
o o o o o o o o
anjea-d (607) aouejosyey

650 750 850
Wavelength (nm)

550

450

FIGURE 5



6/21

9 34NOI4

uoneoso| buljdwes
al Ll s IS 24

l0o=d‘L'2=(ce' )4

=

coo=d

¢ 0-

¢0

9109S SH



0.2

HS score

-0.2

(00
o o
(0)] x —

sensitivity
©
o

0.2

0

0

7/21

Principal Validation
[ ]
. ¢ p =0.03
© p-002" o ’__.
® p=0002 g . -
®
b o .. e :T_
Y o
o e [
T ﬂ&:— """""" e .;4_ """""" [ . I
—+ J_‘. )
° A o
= . > -
L ™
L . H
controls cases controls cases controls cases
study eye fellow eye study eye
-~ G
'_, e 0.3 ©
’ 0.2 0 5
’ loNe}
! 01 © o © o
2 (o] ’ O
’ Q 0O
, 7/ /)] 0 o (Q @ o
! 2] ° 5
Vd ’ I "0.1 O @
— , ’ 8 O
— Principal: AUC = 0.82 (0.67-0.97) -0.2 o2 %}
# | — validation: AUC = 0.87 (0.69-1.0) 0.3 r=0.46 (0.13 - 0.69), p = 0.008
0.5 1 0 50 100 150
1-specificity PET A (Centiloid)

FIGURE 7



8/21

}oese}ed-ald a109s SH
c¢0 0 20

L100=d‘gQ=14

8 JdNOId

aka Apnys 2109s SH
A0 0 20

c0000=d ‘90 =1

o
joesejeos-1sod 8109s SH

I
20-wn
(/)]
O
o
®
03
o
-3
AN
(4]

'/



9/21

900

W

902 - Determining, using a processor, at
least two spectral sub-intervals from a
plurality of images of the tissue acquired
at discrete wavelengths within a main
wavelength interval using an imaging
sensor in a manner such that the
combination of the image data in the at
least two spectral sub-intervals 1is
correlated with a clinical variable of

interest
904 - TIlluminating the tissue using one or
more light sources with wavelengths within
the at least two spectral sub-intervals
906 - Acquiring a measurement of the light
reflected by the tissue using an imaging
sensor
908 - Calculating a measure of the

biomarker of the tissue using the acquired
measurement

FIGURE 9
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