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Aceording to Internaticnal Patent Classification (JPC) or to both national clagsification and IPC
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Minimmm documentation searched (classification system followed by classification symbols)

Documendation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms usexd)

C. DOCTIMENTS CONSIDERED TO BE RELEVANT

by Use of Array-Based Compurative Genomic Hybridization. American Journal of Human
Genetics, 09 April 2002, Vol 70, pages 1269-1276.

Ceilegory * Citation of docurment, with indication, where appropriate, of the relevant passages Relevant to claim Na.
X BIANCHI et al, Large Amounts of Cell-free Fetal DA are present in Amnictic Fluid. 1-3, 5-6, 12-15, 19, 22,
- Clinical Chemistry, 2001, Vol. 47, No. 10, pages 1867-1860. 25-30, 34, 38
N [

4, 16-18, 55-59, 97-
102, 115125
X LAPIERRY ¢t sl Analysis of uncultured amniocytes by comparative genomic hybridization: 1,2, 4, 14-16, 19, 21-
— a prospective prenatal study, Prenatal Diagnosis, 2000, Vol. 20, pages 123-131. 32,34,38
s 0 e
7-11, 21, 43-58, 60-73,
75,79, 84-88, 90-127
Y VELTMAN et al. High-Throughput Analysis of Subtelomeric Chromosome Rearrangements | 7-11, 21, 43-38, 60-73,

75,79, 84-88, 90-127
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D See patent family annex.
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priority date ¢l
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Tnternational application No.
INTERNATIONAL SEARCEH REPORT rnational application No

PCT/USD4/35929

BoxNo.II  Observations where certain claims were found unsearchable (Continuation of itern 2 of first sheet)

This fnternational search report has not been cstablished in respect of certain claims under Article 17(2){s) for the following reasons:

1L D Ciaims Nos.:
because they relate to subject matler not required to be searched by this Authority, namely:

2. D Claims Nos.:
becanse they relate to parts of the imernational application thet do not comply with the prescribed requirements to such

an extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
‘because they are dependent claims and ore not draficd in accordance with the second and third senitences of Rule 6.4(z).

BoxNo.III  Observations where unify of inveation is lacking {Continuation of item 3 of first sheet)

This International Searching Authcrity found multiple mventions in this international application, as follows:
Please See Continuation Sheet

As afl required additional ssarch fees were (imely paid by the applicant, this international search report covers all
searchable claims.

As all searchable claims could be searched without effort justifying additional fes, this Anthority did not invite
peyment of any additionel fees.

As only some of the required additional search faes were timely paid by the applicant, this intexnational search repart
covers only those claims for which fees were paid, specifically claims Nos.:

HEERE

4. m No required addilional search fees were timely paid by the applicant. Consequently, this international search report ig
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: all: 1-29, 3 1,32, 34, 38, 43-70,
72, 73, 75, 84-88, 90-127; part: 30 and 71

Retnark on Profest l:l The additional search fees were aocompanied by the applicant’s protest and, Where applicable, the
payment of a protest fee.
I:I The additional seasch foes were accompanied by the applicant’s protest but the applicable pratest fee
was aot paid within the time limit specified in the invitation.

1 1

1 .. e
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BOX IIL OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

Group 1, claims 1-127, drawn 1o methods for prenatal diagnosis.

species regarding chromosoroal abnormalities:

i. | exira chromosome 21

il. | missing chromosome 21
ili.| extra portion of chromosome 21
iv.| missing portion of chromosome 21

v. | missing portion of chromosome 31

vi. | rearrangement of chromosome 21

vit,| extra clhromosome 13

viif. extra chromosome 18

ix.| extra chrompsome X

X. | extra chromosome ¥

%i.| a chromosomal aberration involving chromosome 1
xii| a deietion of chromosomal portion 1q21

il a deletion of chromosome portion 4pl6

xiv} an aberration involving chrormosome 5

xv.| a deletion on chromoscme 5

xvi| an aberration involving chromosome 7

vl adeletion of 7911.23

xvifi. an aberration involving chromosome §

xix] s translocation involving chromosorme 9 and chromesome 22
xx,| a0 aberration invelving chromosome 11

il & deletion of chromosome portion 13q15

xxif. a deletion of chromosome portion 15g11-q13

i. deletion of chromosome 15g21.1

. deletion of chrorsosome portion 16p13.3

axy. deletion of portion 17p11.2

xxfi. deletion of portion 17p13.3

xx¥ii. aberration involving chromosome 19

ifl. deletion of chromosome portion 22¢11

xxil, sberration involving chromosome X -

Further lack of unity regarding specics applied to each group:

Group 2, claims 128-137, drawn to kits comprising materials and an array.

Form PCT/ISAF210 (extra sheet) (April 2005)
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Interational application No.
INTERNATIONAL SEARCH REPORT PCT/US04/35929

species regarding disease or condition
. disease associated with aneuploidy
i, Down syndrome
ii. Patau syndrome
iii, Edward syndrome
liv. Turner syndrome
v. Klinefelter syndrome
vi. XYY disease
vii, X-linked disorder
viil. Hemophilia A
tix. Duchenne musculer dystrophy
Lesch-Nyhan syndrome
severe combined immmnodeficiency
. Pragile X-syndrome
i. discase associated with microdeletion/microduplication syndrome
r. Prader-Willi syndrame
Angelman syndrome
. DiGeorge syndrome
li. Smith-Magenis syndrome
fii. Rubinstein-Taybi syndrome
. Miller-Dicker syndrome
Williams syndrome
Charcot-Marie-Tooth asndrome

.| disease associated with subtelomeric rearrangement

Cri du Chat syndrome

| Retinoblastoma

Walf-Hirschihorn syndrome

|| Wilms tumor

Iviil spinobulbar museular atrophy
iif. cystic fibrogis

Gancher disease
Marfan syndrome

i sickle cell anemia

The first named which will be searched in accordance with the PCT rules is group 1, species group 1, rearding species (i) for the
chromosomal aberration and species (xxx) for the disease or condition. Thus, the claims searched with the mgin invention will be claims
1-29, 31, 32, 34, 38, 43-70, 72, 73, 75, 79, 84-88, 90-127 in their entirety and claims 30, 71 as they relates to an extra chromosome 21.
Thus, claims 35-37, 39-42, 71, 76-78, 80-83, and 89 will not be searched as part of the main invention because these do not include the
first nemned species of chromosomal abermation ar disease.

The inventions listed as Gronps 1-2 and the species listed as (i)}-(xxix) and (xxx)-(Ixi) donot relate to a single general inventive concept
under PCT Rule 13.1 because, under PCT Rule 13.2, they lack the same or corresponding special technical features for the following
FEASOMS:

With regard to the groups there is no special technical feature that joins the claimed inventions. Turning to the first named
invention in olaim 1, for example, Lebo (US 5654148) teach a method of prenatul diagnosic camprising steps of providing s sample of
srrmickic fluid fetal TINA (Example I, Col. 16, lines 10-46), ualyzing the fetal DNA by hybridization to obtuin feta] genetic information
{(Example VI, Col. 18, lines27-60), and based on the fetal genomic information obtained, providing a prenatal diagnosis (Example VI,
Col, 18, fines 61-67). Thus, since the first named inverrtion is anticipated in the prior art, there is no special tedimical feature that joins
the claimed inventions in view of the prior art Regarding the chromosomal aberration species, these species have in common only that
they are aberrations within the human genome. It was known at the time the invention was made that aberrations in the humen genome
existed, as exemplified by Lebo who provides a method for detecting such aberrations. Thus, the species listed regarding chromosomal
sberrations are not joined by a special techmical feature but instead each represent separate structural aberretions to be detected.
Likewise regarding the species of disease recited in the claimed inventjon, these arc all discases that do not share a common etiology or
canse, other that that they are agsociated with genomic aberrations, This is not a special technical feature that jofus the species since
diseases associated with chromosomal aberrations were known at the time the invention was wade. Therefore the lack of unity as sst
forth is proper.

The first narned which will be searehed in aceordance with the PCT rules is group 1, species group 1, regarding species (i) for the
chromosomal aberration and species (xxx) for the disease or condition. Thus, the claims searched with the main invention will be claims

QQ-127 intheir iretir and claims ':n’ Tl as flﬂu}v latestc.an-exirack 21
- i

Form PCT/ISA/Z10 (extra sheet) (April 2005)
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Thus, claims 35-37, 39-42, 71, 76-78, B0-83, and 89 will not be searched as part of'the main invention because these do not include the
first named species of chromosomal aberration or disease.

Form FCT/ISA/210 {extra sheet) (April 2005)
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