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ZOVX+ro2bruad Yy (OVX+HE) v POMmMFEART A —F—
SHAM- SHAM- OVX- OVX- OVX+E- | OVX+E-
e |70 (e | TV B0 T
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{mg/dL)
AR 1.1+0.3 | 0.7+0.1 |1.6+0.5 [0.8+0.1 [0.8F0.1 |0.5+0.1
{ng/mL)
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{mg/dL)
Wl RAFa-— | 89+3 89+ 6 100+4 104 +8 11615 |93+7
Il
{mg/dL)
LT 13.9+2.3 16.0+0.8% | 16.7+2.2 [9.0+1.3* |8.9+1.4°> |5.1+0.9
{ng/mL)
TF 4 RR T F 200822 185113 | 297+£29% | 230+35% | 175L£16° | 155+4
s
(1 g/mL)
7)o 1.9+0.2 [ 2.0+0.1 |1.4%£0.2 [1.9+0.3 |[2.0£0.2 |1.8+0.1
{ng/mL)
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ZDF SHA |ZDF SHA |ZDF OVX |ZDF OVX | & 88 - 9o H- AU —
M-FkZ |[M-73U |[-FEZ -7zl e s |70
I N L N
T — A | 267£81 198 £60 155 +7 174415 143+ 3 145+3
{mg/dL)
A ATy [10.4+1.9 |8.1+0.7 13.2+2.2 |7.5F1.0" |1.3+0.1 0.6+0.1"
{ng/mL)
R U | 183521171 | 1611183 | 619+118% | 584 +29%F | 202+ 16 101+ 19"
U F b
{mg/dL)
oL 25 | 289+29 209+24" | 319+£18° |320=x25" |108+£3 1064
o —
{mg/dL)
I 292 +62 3452+401 | 256 +43 3279+430 | 60.9+34> | 3425+392
(pg/mL) * * . *
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INTERNATIONAL SEARCH REPORT International application No.
PCT/US 10430625

A. CLASSIFICATION OF SUBJECT MATTER
IPC{B) - AB1K 38/00; A61K 38/28 (2010.01)
USPC - 514/12; 514/4, 530/324
According to International Patent Classification (IPC) or to both national classification and [PC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
IPC(B) - AG1K 38/00; AG1K 38/28 (2010.01)
USPG - 514/12; 514/4, 530/324

hed

Documentation other than documentation te the extent that such documents are included in the fields searched

i
USPC- 514/3, 514/866, 514/2, 514/864

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

| PUbWEST (PGPB,USPT,USOC,EPAB, JPAB), Google Scholar: amylold peptide, amylin, dlabates-associated paptide, obes$, obeslty,
upregulat$, regulat$ or agonis$, promat§, enhanc$, increas$, activats, analog, estrogen, hormona, low, reduc$, insufS, defics osteops,
bone, everwelght, body fat, Smenopausal, parimen$. GenCore 6.3: SEQ ID NO: 1, 20

€. DOCUMENTS CONSIDERED TO BE RELEVANT

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

Horeaada-Molteni st al. Amylin inhibits ovarlectomy-induced bene loss in rats. Joumal of 1
Endocrinology 2000, 165 (3):663; abstract, pg 664, 1st para ———
13-14

US 2005/0030036 A1 (DALTON &t al.} 29 January 2008 (29.01.2008) para [0048]; [0258]: 2-8, 11-12, 15-23, 26-30,
[0260]; [0262]; [0265]; [0286]-[0287]; [0293]; {0303], [0328); [0358]; [0386]-[0387); [0413}; [0425] | 45-51, 6266, 82, 94
-[0426]; [0488]; [048D]; [0521]; J0523]; [0547]; [0584HOS88]; [0594]; [0597]; J059B]; [0608]; S
[0671]-[0672] 6-10, 13-14, 24, 31.32,
37-41, 5269, 61, 67-81,
85, 90-93

<P X =%

»

US 2006/0035847 A1 (FUJIKURA et al.) 16 February 2006 {16.02.2006) para [0012H0013]; 25
[0047]-{0048]; [0054}-{0055]; [0065); [0077]; abstract —_
24

I

Y US 20080207512 A1 {(ROTH et al.) 28 August 2008 (28.08.2008) para [0010]-[0011]; [0060} B-10, 58-50, 85, 92-63
[0062]; [0066}; [0073]; [0083]; [0126]; [0180H0191]; (0238]; [0242]; [0484]

Y US 2004/0038800 A1 {(GAETA et al.) 26 February 2004 (26.02.2004) para [0028])-[0030); [0037] | 34-32, 3741, 52-57, 61,
-{0038]; [0066]; [0067); [0087]; [0091]; abstract; SEQ ID NCs: 1, 9, 41 68-81, 90-91

Y US 2009/0054383 A1 (LABRIE F.) 26 February 2009 (26.02.2009) para [0026]; [0285; abstract; | 67
Fig 13

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

*  Special categories of cited documents: “T* later document published afier the intermationa! filing date or priority
“A™  document defining the pencral siate of the an which is not considercd date and noi in conflict with the application but cited to understand
to be of panticular relevance the principle or theory underlying the invention
“E" earlier application or patent but published on or afler the i jonal g of particular rel - the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
"L document which may throw doubts on pricrity claim(s) or which is step when the docurmoent is iaken alone
cited 1o establish the publication date of another citation or other wym 4o o of particular rel e: the claj cannot be

special reason (as specified) . considered to invalve an invenlive step when the document is
“Q" ducument referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious 10 a person skilled in the an

“P" d published priorto the intemational filing date but taser than g i
the prioricy date claigzd 3 &" document member of the same patent famity

Date of the actual completion of the international search Date of mailing of the intemational search report
16 Novamber 2010 (16.11.2010) 22 NOV 2[]]0

Name and mailing address of the 1SA/US Authorized officer:

Mall Stop PCT, Attn: ISA/US, Commissioner for Patants Lee W. Young
P.O. Box 1450, Alexandria, Virginia 22313-1450 PCT Heipdaak: §71-272-4300

Facsimile No.  g74-273-3201 PCT OSP: ST1-272-7774
Form PCT/ISA/210 {second sheet) (July 2005)
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INTERNATIHONAL SEARCH REPORT Intermational application No.

PCT/US 10/30625

Suppl Box

continuation of Box No. 11 Obgarvations whara unity of invention is lacking

The invantions listed as Group H do not relate to a single general Inventive concapt undar PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or coresponding spectal technical features for the following reasons:

The Invantions of Group I+ share the tachnical featura of a mathod for treating estrogen deficiency in a mammal in need thereof
comprising adminlstering to the estrogen-daficiant mammal a therapeutically effactive amount of an amylin agonist compound. However,
this sharad technical feature doos not represant a contribution over prior art. Specifically, a paper tited "Amylin Inhibits ovarisctomy-
Inducad bone loss in rats” by Hercajada-Maltenl et al. (Journal of Endocrinology 2000, 165(3):663) discloses a method for treating
eslrogen deficiency in a mammal in need thereof comprising administaring to the estrogen-deficient mammal a therapautically effective
amount of an amylin agonist compound (abstract). As sald method was known at the time of the invantion, this cannot be considered a
special technical feature that would otherwise unify the groups.

Another technical feature of the Inventions listed as Group I+ Is the specific amylin agonist compound. The Invantions do not share a
special technical feature, because US 20020068814 A1 to Smith, et al. discloses the claimed amylin agonist, polypaptide of SEQ ID
NO:1 (Smith, et al., SEQ IO NO: 16), and no significant novel structural similarities can readily be ascertained amang the amino acid
sequances. Without a shared special technical featura, the inventions lack unity with one another,

The inventions of Group |+ therefore lack unity under PCT Rule 13 bacause thay do not share a same or correspending special
technical feature.

Form PCT/ISA/210 (exira sheet) (July 2009)
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INTERNATIONAL SEARCH REPORT [nternational application No.
PCT/US 10430625

Box No. [ Nucleotide and/or aming acid sequence(s} (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carmied oul on the basis of a sequence listing filed or furnished;

A (means)
on paper
K{ in electronic form

b.  (time)
in the international application as filed
%
M together with the international application in electronic form
D subsequently to this Authority for the purposes of search
2. D In addition, in the case that more than ane version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that in the application as filed or does
not go beyond the application as fited, as appropriate, were furnished.

3. Additional comments;
GenCore 6.3: SEQ I NO: 1. 20

Form PCTASA/210 (continuation of first sheet (1)) (July 2009)
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INTERNATIONAL SEARCH REPORT Tnterntional application Na.
PCT/US 10/30625

Box No. Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has net been established in respect of certain claims nnder Article 17(2)(a) for the following reasons:

1. I:l Claims Nos.:

because they relate to subject matter not required 1o be searched by this Authority, namely:

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

3 Claims Nos.: 80, 83-84, 95-99
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 lacking (Continnation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international applicaticn, as follows:
This application contains the following inventions or groups of inventions which are not 50 linked as to form a single general inventive
concept under PCT Rula 13.1,
Group I+: claims 1-59, 61-82, 85-94, drawn 1o & method for treating estrogen deficiency in @ mammal in nesd thereof comprising
administering to the estrogen-deficient mammal a therapeutically effective amount of an amylin agonist compound. The first Invention
sncompasses a method comprising administering an amylin agonist compound of SEQ 1D NO:1. Due to the number of sequences In
this application, an additional invention{s) of Group [+ will be defined as necessary depending on Applicant's ultimate payment of
additlonal fees. The additional sequences will be searched If applicant pays for each additional sequence or shows that the sequences
share a speclal technical feature, i.e. a common siructure or faature that defines a contribution over the prior art. Note that each
additional sequence to be searched must be specified by the Applicant in the respense te this invitation and must either (1) have an
additional inventicn fee paid or (2} have a showing that the sequences share a comman structure or faature that defines a contribution
over the prior art, The exact claims searched will depend on the specifically slected SEQ 1D NO(s).
[Claims 33-36, 42-44, 60, 86-80 ware excluded from the search, because they are drawn to a non-elected subject matter.]
sty See Supplamantat Box to continue

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

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

3. E 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, specifically claims Nos.:
Claims 1-32, 37-41, 45-59, 61-82, 85, 20-94, rostricted to sequences SEQ 1D NO: 1 and 20.

4, [:] No required additional search fees were timely paid by the applicant. Consequenily, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

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