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FIG. 54A Placenta Specific Hypermethylated CpG Sites
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Healthy Control vs, HCC
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4

LY
i

*
i

-

*
Sen

RS
o 7
+ e e

FIG. 65A FIG. 65B

l%ea!thy@amwivs HHSCC Healthy Control vs.LC

#

o
" ‘ Ea 4.
s ! # H L
; ' “ :

‘ i -
. ] ” o

Sensitivity

Specificity
FIG. 65D

FIG. 65C
Healthy Control vs.CRC

Sensitivity

FIG. 65E




WO 2023/147783 PCT/CN2023/074730
66/128

End repair and commaon
adaptor ligation

IMEr 6645

e prirser 6650



PCT/CN2023/074730

67/128

WO 2023/147783

Ay g R

[0 2t

ciber v

T Bans Buspg Ay

ooy

sqoud GoN o vu

PO

Baenhon aNSUBSUD D DIy

0.9 '©Old

4.9 9ld

V.9 'Old



WO 2023/147783 . PCT/CN2023/074730
68/128

2w
-Bg
L=
m
0
oo ©
.EZ o
€5 L
f{
.
fo:cd
ZU
=
=T
LS <
53 ©
o
i £ =%
L=
-
" =

iy ) iy s

{olied JIou DINNDD) 3BUBYS PIo} OABRIY



PCT/CN2023/074730

69/128

WO 2023/147783

869 Old

(dq) ez1
000€ < 000£-100¢ 0002-L001L 000L-L0Z 00z 5

ewsejd uj sodo pajejAylswodAy Ajaaneing

5

oRjel IO OIN/NDD

V69 Ol

(dq) ezig
000€ < 000¢-L002 0002-L001 000i-1L02 0025

-

ewse|d ui sndo pajejAyjawiadAy Ajaaneing

ones JHoW DIN/NOD



PCT/CN2023/074730

70/128

WO 2023/147783

. Nreen

sauiolip ofjed JHOW DIONINDD

i STR——— s
TR

sjuowBes BUO| PUE LIOUS JO UCHEUIAWOD 7, "D

99H  ABH Ausreay 0H AH  Ayjeen

P e i b v s e i s o e e IERUARY BN

o o
8 N
] W

I g

- L=

B S

- o

"o o

» ,
Lave N !
=g i L

~ (dq 000} @) spuewBely YNQIO Buo g0/ ‘9|4 (dq 00z 5) siuawbel) YNQ)2 HOYs V0. 'Ol4




PCT/CN2023/074730

71/128

WO 2023/147783

gL '9ld
Ayoyoads
mm«m wwu,.m 050 L0 a0t
020°0 = d :Buo} 'sA psulguioo -G08
1700 = o 'HOYS 'SA pauiquiod }se) Buoep v
06°0 = DNV SISA[BUE DAUIGLLIOD e ,
610 = DNV :suswbely Bug) - § 620
BL'0 = DNV 'SlUBWBRY HOYS w w H
ASH 'SA DDH ‘ M b4
| 2
<
S A
R
ok I
B e

Vil Old

Ayoyoeds
05°0

SRR S—

(IR L0 L0

1000 > o :Buo| "$A pauiguwioo

001°0 = o “HOYS "SA paulqgLloo 1s8) Buoap
| 60 = DNV :SISA|EUR POUIQUIOD e
2/4°0 = ONy sewbeyy Buo| -
B8°0 = DNV SuswWbel) Hoys = -

DDH-uoU *SA JHOH

-e00

o
=

080

FRLG

FO0E

1SUDS

¥

L

Aun



WO 2023/147783

7210

7220

7230

7240

721128

| molecules from the biological sample to

analyzing a plurality of cell-free DNA

obtain sequence reads

i

for cach of the plurality of cell-free DNA

molecules, determining a sequence motif

for each of one or more ends of the cell-
free DNA molecule

'

determining a first amount of a first set of
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determining a classification of the level
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analyzing a plurality of cell-free DNA
molecules from the biological sample of
8410 the subject, the cell-free DNA at regions
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hypermethylated in a first tissue type

i

determining a first amount of a first set of
8420 one or more end sequence motifs that are
CGN or NCG

determining a classification of the level
8430 of pathology in the first tissue type for
the subject based on a comparison of the

first amount to a reference value
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