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%***k#*#*#*****#ﬁ**#*##****###*********#************i********#*****#*#***********#***

%**** EDIT THE VALUES IN THIS BLOCK *****ﬁ******#*******#******ﬁ*******************
%*##******#*t#*##*#*ﬁ*k*i#**********#*#****ﬁk*#**#***ﬁ******ﬁ******#*t*#*************

standout={1;
% elements to color differently so that they stand out

Jogdata=1;
% convert toe leog data

scaling=0; | i
% 1 = dimensional sca11n?_
% 0 = no dimensional scaling

numberofclusters=2;
% the number of desired clusters (should be =>2)

convertPca=1;
% 1 = cenvert te pca space
% 0 = no conversion (original space)

keepvariation=0.95; = . X
% the amount of variability to keep in the pca conversion

clusteralgorithm="hierarchical’;
t{pe of clustering desired options are:
‘kplane*
"kmeans’
‘kmedians®
*fuzzy_cmeans’
‘hierarchical’
‘gravity’

ravorder=13; . . .
only applicable if cluster type is gravity

A RIIRRRR

ravtol=2e-3; . . .
anly applicable if cluster type is gravity

addmasses=1; . .
% only applicable if cluster type is gravity

heirarchicaiMetric="guclid’; . N . .,
% n/a_if clusteralgorithm is not hierarchical’' or 'permutation
% options are: .

'guctid’=Euclidean distance (default)
*seuclid’=Standardized tuclidean distance
*Mahal’=Mahalanobis distance

"CityBlock ’=City Block metric
'Minkowski'=Minkowski_metric ,
‘correlation’'=1-Correlation Coefficients

RMMMR WM

heirearchicaltinkage="ward’;

%'single’=Shortest distance

%'complete’=Largest distance

%'average'=Average distance A

%'centroid’=Centroid distance {approximate, computed using a formula that is exact if v
contains Euclidean distances)

¥%'ward'=Incremental sum of sguares

displayClusterinfo=1; _
% 1 = display cluster info
0 = no cluster info display

-
ek

O

playScatterplot=1; .
display scatterplot of first three components

no scatterpiot

||

isplayClusterGeneResponse=1; .
% = display_gene response representation Tor each cluster
p

R¥ED RKO. W

no display

ypeResponseRep="1ine";
n/a if displayClusterGeneResponse is disabled
% options are:
* ox!
*Tine”
lbarl
‘area’

¥t

R AR 3

crossvalidation=0;

% leave one out cross-validation (can take a VERy Tong time)
% 1 = do cross validation

% 0 = no cross validation
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1. [:l Claim Nos.:

becanse they refate {o subject meiter not required fo be searched by this Authority, namely:

2 EI Claim Nos.:
because they telate fo parts of the infemational application that do not comply with the prescribed requirements to such

an exient that no meaningfil mtemational search can be carried out, specificslly:

3. I____l Claim Nos.:

because they are dependent claims and are not deafted in accordance with the second and third senfences of Rule 6.4(a).

BoxIl Ohbservations where unity of invention is lacking (Continuation of Ttem 2 of first sheef)

This International Searching Authority found rmltiple inventions in this intemational application, as follows:

Please See Continuation Shect

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

2. D As all searchable olaims could be searched without effort justifying an additional fee, this Authority did not jovite
payiment of any additional fee.

3, D As only scme of the required additional search fees were timely paid by the applicant, this internmional search report

covers only those clafms for which fees were paid, specifically claims Nos.:

4, M o required additional search fees were timely paid by the applicant. Consequenily, this international search report is
restricted to the invention first mentioned in the elaims; it is covered by claims Nos.: 1-15 (Myelin basic protein)

Remark on Protest El The additional search fees were accompanied by the spplicant’s protest.
|____’ No protest accompanied the payment of additional search fees.

Form PCT/ISA/2Z10 (continustion of first shect(1}) (July 1998)
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This spplication contains the following inventions or groups of inventions which are not so lirked as to form & single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the approgriate additional examination fees must be paid.

Group 1, claim(s) 1-15, dravm to a method for diagnosing or monitoring a disesse or condition inclading C-reactive profein.
Group 2, claim(s) 16-19, drawn to & method of diagnosing or monitoring mnltiple sclerasis in & patient.

Group 3, clairm{s) 20-21, drawn to & method of diagnosing or monitoring Alzheimer's discase in & patient,

Group 4, claim({s) 22-32, drawn to a method of diagnosing or monitoring placeniaf ischemie in & pregnent patient.

Geoup 5, claim(s) 33-46, drawn to an isolated binding partner.

Acconding to PCT Rule 13.2, uaity of invention exists only when the shared same or corresponding technioal feature is a contribution
over ihe prior art. The inventions Jsted as Groups 1-5 do not relate {0 a single general inventive concept because they lack the same or
corresponding special fechnical feature,

The technica] festure of Gronp 1 is & method of diagnosing or menitoring a disease or condition comprising obtaining a target macker
including a truncated disease-associated protein lacking its two C-terminal amino acids. This special technical feature is shown by
Maontine et al. (April 2001) *Cerebrospinal Fluid Ab4Z, Tau, and F2-Isoprostane Concentrations in Patients with Alzheimer Discase,
Oiher Dementias, and i Age-Matched Controls. Arch Pathol Lab Med Vol. 125, pp. §10-512. Montine et al. teaches that measuring
AB42 in cerebrospinal fluid is indicative of Alzheimer's disease. Ab42 is o fruncated version of the full-length APP which is 770 amino
acids long thus Ab42 lacks two Crterminal atmino acids (Figure ). Thus the apecial technival foature of Group I lacks novelty thus does
not make it & contribution aver the prior art. '

Group 1 is has the special technical feature of diagrosing disenses via Creactive proteins, which is not shared by the other groups.
Group 2 is has the special technical featare of multiple selerosis diagnosis, which is not shared by the other groups.

Group 3 is has the special tochnics] feature of Alzheimer's disease diagnosis, which is not shared by the other groups,

Group 4 ks the specisl technical feature of placental fsohermia dingnosis, which is not shared by the other groups.

Giroup 5 has the special fechnics] feature of isolated binding partuer, which. is not shared by the other groups.

This application contains elaims directed to more than cne species of the generic invention. These species are deemed to lack unity of
invention becanse they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

I order for more thar one spesies to be examined, the appropriate additional examination fees must be paid, The species are as follows:

Myelin basic protein

Beta-amyloid

Rk factor

Pulmonary surfactant-associated protein A, B, or D
Insulin

Tau protetn

Alphs-aynuclein

Alburin

Form PCTASA/Z10 (second sheet) (July 1998)
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C-reactive protein
Inierjenkin 8

5100 proteins
Beta-chorionic gonadotropin
Fatal ertbrypocietin
Prognancy-associated protein A
Myoglobin

Tropinin I

Tropinio T

Prostate specific antigen
Amylase

Lipase
Alphal-antitrypsyn
Erthryropoietin
Activated protein C
Tethal chain

Zeta chain

Alpba chain

Beta chain

Delta chain

Epsilon chain

Gamma AG

Brain natriuretic peptide

Coniinnation of B. FIELDS SEARCHED Item 3:

WEST (USPT, PGPUBS, USOCR, JPO, BPO, DERWENT); NCBL (FUBMED); STN (BIOSCIENCE}
APP7T0, Ab42, Ab40, diketopiperazine, DKF, His-Pro-KDP, MBP, myelin basio protein, multiple sclerosis

Form PCT/ISA/210 {second sheet) (July 1998)
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