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XIN.pdf> p 1, col 2, para 1

https:/Awww.beckmancoulter.com/wsrportal/techdocs ?docname=/cis/4HOT2/%25%25/EN_DIGO

D Further documents are listed in the continuation of Box C.

O

s Special categories of cited documents:

“T"  later document published after the intemational filing date or priority
date and not in conflict with the application but cited to understand

“A" document defining the genera| state of the art which is not considered I I i
to be of particular relevance ' :  the principte or theory underlying the invention
“E" earlier application or patent but published on or after the international “X* document of particular relevance; the claimed invention cannot be
filing date ' cansidered novel or cannet be considered to involve an inventive
“L”  document which may throw doubts on priority elaim(s) or which is step when the document is taken alone :
cited to establish the publication date of another citation or other wy~  gseument of particular relevance; the claimed invention cannot be
i special reason (as specified) . considered to involve an inventive step when the dﬂcunﬁcm_ 15
“0” document referring to an oral disclosure, usc, cxhibition or other combined with one or mare other such documents, such combination
means ) being obvious to a person skilled in the ant
“P*  document published prior fo the intemational filing date but laterthan  «g»  qocument member of the same patent family
the priority date claimed . .

Date of the actual completion of the intermnational search

13 October 2014 {13.10.2014)

Date of mailing of the international search report

07 NOV 2014

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissloner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-3201

Authorized officer:
Lee W. Young

PCT Hetpdesk: 571-272-4300
PCT OSP: 671-272.7774

JP 2016-515534 A 2016.5.30




(65) JP 2016-515534 A 2016.5.30

INTERNATIONAL SEARCH REPORT PCT/US2

ntemational application No,
PCTIUS 14/30823

Box No. 11 Observations where certain ¢laims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

I:I Claims Nos.:

because they relate to sub]ect matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comp[y with the prescribed requirements to such an
extent that no meaningful internationat search can be carried out, specifically:

3. I:l Clamls Nos.:

because they are dependent claims and are not drafted in acoordance with the second and third sentences of Rule 6.4{a).

Box No. Il . Ohbservations where unity of invention is lacking (Continuation of jtem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application,-as follows:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examinegd, the approprate additional examination fees must be paid.

Group I: Claims 1-3, 10, 28-29 (in part), and 31-43 (in part}, drawn to methods of treating eclampsm preeclampsia, gestallonal
hyperiension, or intrauterine growth restriction

Group II: Claims 4-8, 11, 16-17, 19, and 2043 (in part), drawn to methods of treating or preventing intraventricular hemorrhage
Group Il Claim 9 and 29 (in part), drawn to a methad of extending pregnancy

~-please see continuation on extra sheat—

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims. .

2. D As all searchable claims could be searched without effort justifying additionat fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search foes were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, _No required additional search fees were timely paid, by the applicant. Consequently, this international search repont is

" restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-3, 10, 28-28 (in part), 31-43 {in part)

Remark on Protest ) D The additional search fees were accompanisd by the applicant’s protest and, where applicable, the [
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the appllcable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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Continuation of:
Box No. lll Observations where unity of invention is lacking

G.m"'E' IV: Claim 1215, 18, 20-28 (in part), and 30-43 {in part), drewn to methods of screening patients for responsiveness to anti-
digoxin therapy

C-Ernu;? V: Claims 44-48, drawn (o a silicon nanowire biosensor comprising an immobilized anti-digoxin antibody, optionally an anti-
digoxin Fab antlbody fragment.

The inventions listed as Groups |-V do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding speclal technical features for the following reasons: '

Special Technical Features

group | lr;'a\(}uires treatment of eclampsia, preeclampsia, gestational hypertension, of intrauterine growth restriction, not required by
roups |1V, .

Group Il requires treatment or prevention of Intraveniricular hemorrhage, not required by Groups | and Il1-V.

Group Nl requires tﬁe extension of pregnancy, not required by Groups I-1l and IV-V.

Group IV requires séreening patients for responsiveness to anti-digoxin tharapy, not required by Groups I-Hll and V.,
Group V requires & silicon nanawire biosensar comprising an immokilized antibody, ot required by Groups 1-Iv.
Cammon Technical Features ‘

The feature shared by Groups I-V is an anti-digoxin antibody, specifically a digoxin immune Fab. However, this shared technical faature
does not represent a contribution over prior art, because the shared technical feature is taught by US 2010/0297129 A1 to (Adair). Adair
discloses a digoxin immune Fab (para [0043] - "an antibody that reacis immunclogically with or otherwise binds digoxIn™; para [0145] -
*Digaxin immune Fab"). As the technical feature was known in the art'at the time of the invention, it cannot be considarad a spacisi
technical feature that would otherwise unify the groups. .

The feature shared by Groups HV is anti-digoxIn therapy for eclampsia, preeclampsia, gestational hypsrtension, Intrauterine growth_
restriction, intraventricular hemorrhage. However, this shared tachnical feature does not represent a contribution over prior art, because
the shared technical feature is taught by Adair, which teaches anti-digoxin therapy (para [0042] - "pharmaceutical composition having a
high dose of digoxin binding capacity”) for eclampsla (para [0042]), preeclampsia (para [0042]), gestational hypertension {para [0042]),
Intrautering growth restriction (para [0042]), and intraventricular hemorrhage {para [0044]). As the technical feature was Known in the art
at the time of the invention, it cannot be considered a special technical feature that would otherwise unify the groups.

The feature shared by Groups [HV are the method steps of: obtaining a sample from a patient, conducting a digoxindimmune antibody
assay, detarmining whether the patient is EDLF positive based on the assay, and administering digoxin immune Fab (DIF) to patient if
the patient is determined to be EDLF positive. However, this shared technical feature does not represent a contribution over prior art,
because the shared technical feature is 6bvious in view of Adair. Obtaining a patient sample and using a digoxin-immune antibady assay
fo determine a patient's EDLF status would have beef obvious in view of Adair's disclesure that endegenous digoxin-like factors (EDLF)
{para [0021]-{0022] - "endogenous factors have generally been referred to as endogenous "digoxin-ike,” "digilalis-like™) can be detected
in matemal or neonatal serum and umbilical cord blood (para [0021]) by anti-digoxin antibodies in imimunoassays for digoxin (para
[0021]}. Further, use of the results of the assay to determine whether to administer digoxin Immune Fab (DIF} to the patient would have
been abvious in view of Adair's disclosure that EDLF has shown to be present at higher levels in women with preecalmpsia.than in
women without preeclampsia {(para [0021]), and that a patient can be evaluated for risk factors of preeclampsia and administering a
therapautically effective compositicn of high dose digoxin antibody if the patient is determined to have a risk factor {para [01 781). Aldair
also teaches that the therapautic high dose digoxin antibody can be digoxin immune Fab (DIF) {para [0170) - “Preferably, the digoxin
antibody is digoxin immune Fab*; para [0147] - "Each vial of DIGIFAB7, will bind approximataly 0.5 mg digoxin and contains 40 mg of
digoxin immune Fab™). Thus the method of evaluating EDLF to determine whether to administer digoxin immune Fab (DiF) to patient
would have baen obvious in view of Adalr. As the technical feature was known In the art at the time of the invention, It cannot be
canisiderad a speclal technical feature that would otherwise unify the groups.

The feature shared by Groups |, i, and Il i3 a gravid human patient, and Groups | and 1l is a gravid human patient exhibiting at least
one symptom of gestational hypertension, preaclampsta, eclampsia, or intrauterine growth restriction. However, this shared technical
feature does not represent a contribution over prior art, because the shared technical feature is taught by Adair, which discloses a gravid
human patlent exhibiting at least one symptom of preeclampsia (para [0209] - "A 19 year old 74 Kg gravida 1,.para 0 female at 29 weeks
gestational age ... The patient was experiencing headache, blurred vision, epigastric pain, and shortness of breath ... The patient was
admitted for surveillance and work-up of preeclampsia“). As the technical feature was known in the art at the time of the invention, it
cannot be considered a special technical feature that would otherwise unify the groups. :

Groups |-V therefore iack unity of invention under PCT Rula 13 because they do not share a same or comresponding special technical
feature.
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