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tgggcaatgtetggegettecectacatatgttaccagaatgpageoosoocattCcetce
tccectacaccatcatggecatttitgggeraateccgetettitacatggagetegeac
tgggacagtaccaccgaaatggatgcatttcaatatgegagpaaaatetgeecgattttca 10
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ccadgegccggpagcgpttcgtegctegecatggteatcacctgcttctitggatcectgg
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ccgcagtgcteactgtegegctgategaageagtegetgtatettgetictatggeatea
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tetgetgggtagecatcagecctetgtitetectgttcateatttgeagtittctgatga
goecgecacaactacgacttticcaatataattatecttactggagtatcatettzgott
actgcataggaacctcatctticatttgeatceccacatatatagettategptteatca 40
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tgaatgagtttccagetaagectgatgatggaaggocctictecacagggacacagietg
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Intemational application No.
PCT/US 09/35420

A.  CLASSIFICATION OF SUBJECT MATTER
{PC(8) - GOTN 33/48 (2009.01}
USPC - 436/63

B.  FIELDS SEARCHED

According to [nternational Patent Classification (IPC) or to both national classification and [PC

IPC{8) - GO1N 3348 (2009.01)
USPC - 436563

Minimum documentation searched (classification system followed by classification symbals)

Documentation hed other than mini
IPC(8) - GOIN 33/48 (2002.01) - see keyword below
USPC - 436/83 - see kayword below

d ion to the extent that such decuments are included in the ficlds searched

PUBWEST[USPT,PGPB EPAB,JPAB); Medline, Google

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

Search tarms: alcohol, addicfive, SLCBAJ, SERT, SHTT, expression, mANA, activity, SHTTLPR, serolonin, anlagonist, Hispanic, White,
LL, L1, genotype, allele, drinking, re1042173, paroxsline, 5-HT3, ondansetron, caucasian, hypnosis, acupuncture, TT, dapamine, GABA

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

Category® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2007/0292880 A1 (PHILIBERT at al.) 20 December 2007 (20.12.2007), para [0003], {0025], [ 1-3, 7-9, 83-88
- [0027], [0028], [0030), [0031), [0044], [D056], [0064), [0121], [0125), [0127], [0133), and [0144] | — ——— e
Y 4-8, 10-14, 30-41, 89-140
Y US 2006/0286594 A1 (MUNDO et al) 21 December 2006 {21.12.2006), Abstract, para [0003], | 4-6, 30-41, 95-97, 136,
[0005], (0023}, [0051], [0055], (00571, and [0059] 138, 140
Y -CHORBOV et al. Relationship of 5-HTTLPR Genotypes and Depression Risk in ihe Presence of | 10-14, 89-94
. Trauma in a Female Twin Sample. Am. J Med Gen Part B (Neuropsych Genet), 2007, Vol
1448, p. B3078. Abstract; pg 830, col 1; pg B31, col 2; and pg B32, Tabie Il
Y. US 2008/0004291 A1 (Singh) 03 January 2008 (03.01.2008), Abstract, para {0004], [0007], 36-37, 96-140
’ [0010], [0014], [0015], [0025), [0026], [(Q27], [2029], [0031), [0035], [0038], (0039], {0043},
[0045], [0046], [0048)], [0052), [005E], [2077], (0099], (01701, [0180], [(181], [0189], and [0191]
hi ~| KONISHI et al. ADH1B*1, ADH1C 2, DRO2 (-141C Ing), and 5-HTTLPR are associated with 5,137
. | alecholism in Mexican American men living in Los Angeles. Alcohol Clin Exp Res, 2004, Vol
28(8), p.1145-52, py' 1145, Rasuks
Y ~| KAYSEN e al. Domaeslic Viclence and Alcohol Use: Trauma-related Symptoms and Motives lor | 12-13, 92-83
Drinking. Addict Behav. 2007, Vol. 32(8), p. 127271283. pg 3 (in file), top para

Further documents are listed in the continuation of Box C.

O

. Special categories of cited documents:

“T" Tater dosumsent published after the intsmational ili

date or prios
date and pot in conflict with the appl na:l o Forseand

but cite

“A"  document defining the gencral s1ate of the art which is not considered P
to be of pmicuhrgmlesanee the principle or theory under}ying the invention
"E" earlier application or patent but published on or after the intenational *X™  document of particular relevance; the claimed invention cannot be
filing dane considered novel or cannot be considered to fuvolve an inventive
wm dpcgmem :til?hhmtgy mrglw dwb‘ﬁa on p?uﬁ,g‘:!aimi) or Whi:y:thhe is step when the decument is taken alons
citcd ta establish the publication date of anather citation or r 1 : : : :
< "Y' document of particular televance; the claimed invention cannot be
special reason (as specified) . considered 1o Involve mn nvendive step when the document is
“O" document referring to an oml disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the an
P g published prior to I filing date bt Iater than g i
the priofity date claimed & document member of the same palent far‘mly
Date of the actual completion of the international search Date of mailing of the intemational search report
24 Seplamber2009 (24.09.2009) 05 OCT 2009
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Box_No. I Observations where certain clalms were found unsearchable (Continuation of item 2 of first sheet)

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

1. D Claims Nos.:

because they relate o subject matter not required to be searched by this Authority, namely:

2. [ Craims os.
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful intenational search can be carried out, specifically:

3 D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. Il Observations where unity of invention is Iacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, s follows:
This application comtains the following inventions or groups of inventions which are not 8o inked as 10 form a single generaf inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, tha appropriate additional examination faas must be paid.

Group |: ¢laims 1-14, and 30-41, and 83-140 (iimited to the method comprising measuring the level of expression of SLCBA4), directad
1o a method of predicting & predisposition to developing or response to treatment of an addictive disorder comprising obialning &
biological sample and measuring the level of expression of the serotonin transporier gena SLC6A4 (also known as SHTT or SERT) and
comparing the level to the level of expression in a contro) sample.

Group II: claims 15-19, 53-80, 68-140 (wherein claims &3-140 are limited to the method comprising datermining whether the subject has
the G or T allale of tha single nucleotide polymerphism of rs1042173); directed to a methed of predicting a predisposition to developing
or response 1o iraatment of an addictive disorder comprising obtaining a biclogical sample and detemmining whether the subject has a G
alieta, or is hermazygous for the T allete of the single nucleotida polymorphism rs1042173 (also identified as nucleotide 768 of X76762).
HE At sContinued in extra sheet

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

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

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

4, E No required additional search fees were timely paid by the applicant. Consequently, this international search repart is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-14, and 30-41, and 83-140, limilted 1o the method comprising g the level of expression of SLCEA4

Remark on Protest ':I The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a profest fee.

D The additional scarch fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the paymeni of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (2)) (July 2009)
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C (Cmtinuaﬁon). DOCUMENTS CONSIDERED TQ BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y US 2007/0167423 A1 (BERGALIER et al.) 19 July 2007 (19.07.2007), Abstract, para {0140], 3g-4i
[0142], and [0147)

Y US 2004/0167164 A1 (Pozuelo) 26 August 2004 (26.08.2008), para [0003] and [0106] 10

Y . SZILAGYI at al. Combined sffact of promoter potymarphisms in the dopamine D4 receptor and | 140
the serotonin iransporter genes In heroin dependence, Neurcpsychoghammacol Hung. 2005,
Vol.7(1), p-28-33. Abstract [online] [Retrieved on 2009.09.23}. Retrieved frem the Intermat:
<URL: http:/Avww.nebi.nim.nih.gov/sitas/entrez>, Abstract

Form PCTASA/210 (continuation of sccond sheet) {July 2009}
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Cantinuation of:
Box No Il (unity of invention is lacking)

Group I claims 20-29, 42-52, and 61-140 (wherein claims 83-140 are limited to tha method comprising determining whather the subject
has the LL or S allele of the 5-HTTLPR promatar region of the sarctonin transporter gene), directed 1o a method of pradicting a
predisposition (o developing or response to ireatmant of an addiclive disordar comprising obtaining e bieloglcal sample and detamining
whether the subjact has the LL or the S genotypa of the serotonin fransportar 5' promotér region (5-HTTLPR).

The inventicns listed as Groups | - Il do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, thay fack the same or corresponding special technical features for the following reasons:

The special technical feature of the Group | claims is a method of predicting a predisposition to developing or response to freatment of
an addictive disorder comprising oblaining a biclogicat sample and measuring the level of expression of the serotonin transporter gene
SLCBAA. The special techrical feature of the Group Il clalms is a method of predicting a pradisposition to developing or responsa to
treatment of an addictive disorder comprising obiaining a biological sample and determiring whether the subjact has a G allele, or is
hemozygous for the T allele of the single nucisotide palymorphism rs1042173. The special technical features of the Group fliclaims isa
method of predicting a predisposition to developing or response 1o treatment of an addictive disorder comprising obtaining a biclogical
sample and determining whether the subject has the LL or the § genotype of tha serolonin transporter 5° promater region (5-HTTLPR).

The anly common lechnical element shared by the above groups is that they are related to genetic tests associated with acdictive
disorders and the serotonin receptor, However, this common technical glement does not represant an improvement over the prior ar of
US 20030100479 A1 to Dow et al. (see para [0071], [0075), [0137]} as well as NCB! roports for rs1042173 and X67672, Therefore, the
inventions of Groups -1l lack unity of inventicn under PCT Rule 13 because they de not share a same or corresponding special
fechnical featura.

Form PCT/ISAJ210 {extra sheet) (July 2009)
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FIG 2 Amounts of drinking in Gaucasiane


https://share-analytics.zhihuiya.com/view/b88f56e4-b626-44ae-ad48-1e8e34468a29
https://worldwide.espacenet.com/patent/search/family/041016720/publication/JP2011515076A?q=JP2011515076A

