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2% 3A PDESA $8iE A ADERID CpG B TOE 3 = HOREABRUVEFNEHBO A FITOT 7 (I E
HET SEFBRARGUBERERIRET —%. AFIHULEERVOIA ZRIREOE LO. @RIO Cp6 BPAIIE,
UCSC &°/ A7 Z YD Human May 2004 (hel?) 7T UD chr21:42, 978, 424 (1) OFEHICHT B ENSDR
A FREBCLVIRRELL,

B CpG85 | CpGA0 | CpGAT |CpG100|CpG108|CpG117(CoG147 |CrG164{CpG192|CnG233|CrG243
N74=2—}F
g 37 36 37 35 35 36 30 30 23 15 29
T 3 4 3 5 5 4 10 10 i7 25 11
AFNACEE| 0.93 [ 0.90 | 0.93 | 0.88 ] 0.88 {0.96 | 0.75 ] 0.75 ] 0.58 (| 0.38)10.73
C+T 40 40 40 40 40 40 40 40 40 40 40
it C 3 3 3 4 5 4 3 3 3 3 8
T 37 37 37 36 35 36 37 37 37 37 32
AFIALIEE] 0.08 | 0.08 | 0.08 | 0.10 | 0.13 | 0.10 ) 0.08 1 0.08 ) 008 (0081 {020
C+T 40 40 40 40 40 40 40 40 40 40 40
HhA =% |54 450(51. 232{54. 450|45. 028[42. 050148. 050(34. 868]34. 868{20. 570] 5. 674 120. 113
p-f =0, 001|=<0. 001{=<0. 001]=<0. 001]=<0. 001}=<0. 001{=<0. 007|=<0. 001{=<0. 001}=C0. 003|=<0. 001

goobooo
oggoao

2% 3B. PDEYA $Hisk A WOM@RIM CoG HEITOE 1 ZEMOABESR UBARMKHERO A FIMMLTO 7 74V E
BT A3 ERBKEERMISERTAET -4, AFNMEERVAA ZREEDE L&, ERID o6 BRI,
UCSC 4*/ A7 S D H®D Human May 2004 (hel?) 7E 7 UD chr21:42, 978, 424 (+1) OFEHITHT HENSDR
sUFFEUBEIVIRELE.

B (pG85 | CpGI0 § CpGY7 [CpG100|CpG108{CnG117|CrG147 |CpG164[CpG192{CpG233 |CnG243
N74—20—F
C 38 32 38 37 38 34 34 26 27 16 24
T 2 8 2 3 2 6 6 14 13 24 16
AFJAIEE] 0.95 { 0.80 | 0.95 [ 0.93 | 0.95 | 085 ] 0.85 | 0.65 | 0.68 | 0.40 [ 0.60
C+T 40 40 40 40 40 40 40 40 40 40 40
Banz C 6 6 8 7 12 8 7 3 9 6 8
T 34 34 32 33 28 3? 33 37 31 34 32
AFNAisEl 0015 | 015 ] 0.20 [ 0.18 1 0.30 | 0.20 1 0.18 [ 0.08 ] 0.23 [ 0.15 [ 0. 20
CiT 40 40 40 40 40 40 40 40 40 40 40
H1 3 |48, 535(31. 328|43. 018{42. 475]33. 333|31. 328|33. 821126. 180]14. 596] 5. 078 111. 719
p-{E =0 001 |=<0. 001]=<0. 001}=<0 007]=<0. 001{=<0. 001{=<0. 001}=<0 001|=<0 001]|=<0 024]=<0. 001
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% 3E. PDESA #HiS C ADERID Cob A TOE 3 = HOMEEERUCEAMKRER DA
FNAETOT 7 AN ELETZBHRBARELBEERIRET —%. AF/MEEERERD
HAZFRBEDE LD, ARD CoGHf2iE, UCSC Y/ AT S UHO Human May 2004 thel7)
FE7U@chr2l:42, 978 005 H)ICHTBENSORS LATF REEBICLVIERELE.

EHENT4—3— b CpG2150 | CoG2200 [ CpG2250 | CpG2344 | CpG2408 | CnG2440
C 36 39 34 39 37 39
T 4 1 6 1 3 1
AFIALEE] 0.90 | 0.98 | 0.85 | 0.8 | 0.83 0. 98
CtT 40 40 40 40 40 40
ALl C 32 26 28 22 20 27
T 8 14 12 18 20 13
AFIACERE | 0.80 | 0.65 | 0.70 | 0.55 | 0.50 | 0.68
C+T 40 40 40 40 40 40
JiAZ% | 0.882 |11.815[ 1.792 | 17.670 | 15. 622 [ 10. 476
p-fil 0.348 | =<0.001 | 0181 | =0.001 | =<0 061 | Q. 001
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CpG358  CpG429  CpG467  CoG472  CpG4A7h  CpG484  CpG48T  CpG49)

NZ4=a—} ¢ 38 44 40 42 42 42 38 41
T 5 0 4 2 2 2 6 3
AFIHHEE 0. 89 1. 00 0. 91 0. 95 0. 95 0.95 0. 86 0.93
iz ¢ 5 24 17 14 13 16 16 18
T 36 20 27 30 3t 28 28 26

AFIHLER  0.18 0. 55 0.39 0.32 0.30 0.36 0.36 0.41

hAa % 411 23.35% 24.104 35.799 38.0912 31.609 16.97 24.893
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F10. COH3T DAFIALENEWRIZEZENTBWET v A DTS4 T BT

7o4=— BEIGE 53 ) (SEQ IDNO:)
TAT—BE754<— | TGTTATAGGTAGGGATATGTTTTGTTTGACGT (3)
YN—=RT 54T — TCTCTACCTACAATTCTATAAAAAAGACTTATCCA {48)
RIS A<— ATCCCCAACATTTTCCC _(49)
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BoxNo.ll Observations where cerlain claims wera found unsearchable {Continuation of item 2 of first sheet)

This intematicnal search report has not been established in rezpect of ceriain claims under Article 17(2)(a) for the following reasons:

m Clalms Nna
. becauss they relate to subject matter not required to be searched by this Authonty, namely:

Although ciaims 1-67 are directed to diagnostic methods encompassing a
potential surgical step ("obtaining a biological sample from the woman"), the
search has been carried out based on the corresponding methods tacking such a
surgical step.

2. D Claims Nos.:

because they relate to parts of the Inemational applicaiion thiat do not comply withi the prescribed requirements to such
an sxtent that ne mearningful internalional search can be carried out, spacifically:

a D Clalms Nos.: )
bacause mey are dependant clalms and ara not drafted in actordancd with the second and third sentances of Rule 3 4(a)

Box No. Il  Obsenvatlons where unlty of invention is lacking (Continuation of Hem 3 of first sheet)

This Intsmational Searching Authority found multiple Invenflons In this Intlemational application, a3 follows:

see additional sheet

1. D As all raqulred add.lﬂona! gaarch faes were tlme!y paid by the appllllm, thls International ssarch rapurt covers allssarchable -
dalms

2. D As all gaarchable claims could be searchad without effort Justifying an addifional foas, thls Authority did not invite payment of
additional fees.

3 As only some of the raguired additional aearch faes ware Emely paid by e applicant, thle Intemational search reporicovers
only those claims for which fees were paid, spaciticaly clalms Nos.:

4, m Mo raquirad additional march taes ware timely pald by the applicant. Gonseguently, thls lntematlonal saarch report is
restricted 1o the inventon first mantiened In the claims; I 1s covered by claims Nos.:

1-47, 49-67 (a1l partially)

Remark on Protest D The additional eearch faes wera accompanied by the applicant's protest and, where applicable, the
payment of a prolest fee.

DThe additional sasrch faee were accompanied by the applicent's protest but the applicable protest
185 was not pald within tha tme imit specified In the invitation,

D No protest agcompanled the payment of additionsl search iees.
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This International Searching Ahthority found multiple (groups of)
inventions 1n this international application, as follows:

1. claims: 1-47, 48-67 (a1l partially)

Methods for detecting or monitoring a pregnancy-associated
disorder in a kiological sample from a pregnant woman, said
methods comprising the determination of the methylation
status of a CpG-containing genomic sequence of at least 1B
nt within the genomic locus CGI137 on chromosome 21.

2. claims: 1-47, 49-67 (a1l pértially)

Same as invention 1, but within the genomic locus PGE9A
{phosphodiesterase 9A) on chromosome 21.

3. claims: 1-47, 49-67 (a1l partially)

Same as invention 1, but within the gencmic locus PPPIR2P2
(homo sapiens protein phosphatase 1 regulatory subunit 2
pseudogene 2) on chromosome 21.

4, claims: 1-47, 49-67 (a1l partially)

* Same as invention 1, but within the genomic locus l
"Similarity to_FemlA (C. elegans)" on chromosome 21.

5. claims: 1-46, 48-67 (all partially)

Same as invention 1, but within the genomic locus CGIOA9 on
chromosome 21. ' :

6. claims: 1-46, 48-67 (311 partially)

Same as invention 1, but within the genomic locus CERI
{carbonyl reductase 1) on chromosome 21.

7. claims: 1-46, 48—67 (all partially)

Same as invention 1, but within the genomic locus DSCAM
{Down syndrome cell adhesion molecule)} on chiromosome 21,

8. claims: 1-46, 48-67 (all partially)

Same as invention 1, but within the genomic locus
"chromosome 21 open reading frame 29" (ClZorf29).
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210 -

- 9. claims: 1-46, 48-67 (all partially)

Same as invention 1, but within the genomic locus HLCS
{holocarboxylase synthetase) on chromosome 21.

10. claims: 1-46, 48-67 (all partia]]yT

Same as invention 1, but ‘within the genomic Tocus CGIL32 on
chromosome 21.
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