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Box Na. Il Observations where certain claims were found unsearchable (Continuation of itcm 2 of first sheet)’
This intemational search report has not been eswblished in respect of certain claims under Article 17(2){(a) for the following reasons:

' D Claims Nos.: )
because they relpte to subject matter not required to be searcheéd by this Authority, namely:

2. D C]auman

because they telate to parts of the international npplluunu that do not comply with the prescribed requiremsnts to such
an extent that no meaningful interational search can be carried out, specifically:

;i. D CIaimsNon.':.

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

.| BexNo. I Observations where unity of invention Is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found rm.lliiple inventions in this intemational application, a3 follows:
Please See Continuation Sheet

As all requu'ed additional search fees were timely paid by the applicant, this mlemauond search report covers all
searchabie claims.

- Ag all searchable claims could be searched without effurt justifying edditional fiees, this Authority did not invite payment
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As only some of the mqum:d additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:
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4. E No required additional segrch fees were timely paid by the applicant, Consequently, this intemational search report is
restricted to the invention first mentioned in the claims; it is covered by claims-Nos.: 1-156, in so far as they read upon
SP receptors.
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This application contains the following inventions or groups of inventions which are not 5o linked as to form a single generd inventive
voncept under PCT Rule 13.1. In order for all inventions 1o be examined, the eppropriate additional examinatin fees must be paid.

Group 1, claim(z) 1-156, drawn to a method of regulating a neurotransmitter systern by inducing a counteradaptation in a patient comprising
repeatedy adminisiering 1o the patient a ligand for the type of receptor; wherein the receplor type is SP receptors, . B

Group I, claim(s) 1-127 and 157-207, drawn to a method of regulating a neurotransmitter system by inducing a counteradaptation in a
paient comsrising repeatedly administering 1o the patient a ligand for the type of receptor; wherein the receptor type is endorphin
reoeplors. .

Group I1L, claim{s) t-127 and 208-237, drawn to a method of regulating & neurotranswitter system by inducing a counteradaptstion in
patient comprising repeatedly sdministering to the patient a ligand for the-type of receptor; wherein the receptor type is dynorphin
receplors. . .

Group 1V, claim(s) 1-127 and 238-258, drawn 10 a method of regulating a neurotransmitter system by inducing a counteradaptation in a
paticnt comprising repeatedly administering to the patient a ligand for the type ofreceplor; whercin the receptor type is serotonin receptors,

Group V, claim(5) 1-127 and 259-2&1, drawn to a method of regulating & neurctransmitter system by inducing a counteradaptation in a
patient comprising repeatedly administering to the patient a ligand for the type ofreceptor; wherein the receptor type i norepinephrine
receptors.

Group V1, claim(s) 1-127 md 282-317, drawn to a method of regulating a neur i Y by inducing a counteradapiation in o
patient comprising repeatedly administering to the patient a ligand for the type of receptor; wherein the receptor type is CRF receplors.

Group VII, claim(s) 1-127 and 318-370, drawn 1o @ method of regulating a nearotransmitier system by inducing a counteradaptation in a
patient comprising repeatedly administering to the patient a ligand for the type of receptor; wherein the recepior type is AV recepiors.

Group VI, claim(s} 1-127 and 371-370, drawn to a mel.hod'of regulating a nevrotransmitter system by inducing a counteradaptation in a
patient comprising repeatedly administering to the patient a ligand for the type of receptor; wherein the receptor type is sirt1 reccptors.

The inventions listed as Groups I-VIII 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 comresponding special technical features for the follawing reasons: the single general inventive concept that
permeates the groups is & method of regulating a neurotransmitter system by inducing a counteradapiation in a patient comprising
repeatedly administering to the patient a ligand for a type of neurotransmitter seceptor. The expressian “special technical feature” is
defined in Rule 13.2 as memning those technical features that define a contribution which 2ach of the inventions makes over the prior ant.
Whether a particular feature makes a contribution over the prior art, is considered with respect to novelty and inventive step. [n the instant
application, the amethod of regulating a \smitter system by inducing a counteradaptation in a patient comprising repeatedly

administering 1o the patient Ifgand for the type of receptor does not make a contribution ever the prior art. The following reference

PCTYISAR10 (extra sheet) (April 2007)
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counteradaptation (Koob and MeMual, Science 278:52-58, 1997, specifically st page $4). The prior art goes on lo recite such mechanisms
occur at opiate receplors, dopaminergic receptors and CRF receptors, thus reciting the common iechnical features of Groups 1-VIIL
Thercfore, there is no special technical feature over the prior art and the application lacks Urity of Invention under PCT Rule 13.1.

This application contains claims directed to more than one species of the genericinvention. These specics arc deemed to Jack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

In order for mote than one species 1o be examined, the appropriate additional cxamination fees must be paid. The species and the claims
deemed io correspond to those species are as follows; . .

The mxiolytic compounds of claims 111 and 1£2.
The sutoimmune therapeutic compounds of claim 114,
The antiviral compounds of claim 117,

The anti-cancer agents of claim 127.

The SP receptor agonists of claims 132-134,

The SP antagonists of claim 154,

The opiate receptor antagonists of claims 161-164.
The CRF receptor antagonists of claims 204, 302 and 306.
The kappa receptor agonists of claim 212.

The serotonin agonists of claims 242 and 250,

The norepincphrine agonists of ¢laims 262 and 270.
The CRF receptor antagonist of claim 302.

The AVP receptor agonist of claim 321

The AVP receptor antagonists of claims 338 and 342,
The sutgimmmne disorders of claim 361, :

Curvently, claims 1 is generic.

The specics listed above do not relate to 2 single general inventive concept under PCT Rule 13.1 becanse, under PCT Rule 13.2, the
species lack the sume or corresponding special technical features for the following reasons: the species lack a common featurs that so links
them as a single inventive concepl. For example, the serotonin recepior agonist species within the discloture encompass structurally
distinct compounds the act upon cither pre-synaptic or post-synaptic receptor subtypes, thus, having distinct physiological effects within
the patient. Furthermore, the specics of autoimmune disorders claimed have distinet symptomology, etiology and pathology such that they
are not 50 linked 88 & group to form a single inventive concept.

Furrﬂ PCTASA/ID {exira sheet) (April 2007}
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