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AT F— LTt N D AR (4E) 64.9 +/-8.98 65.3 +/- 8.86 67.9 +/- 9.99
1431 B 13{72.2%) 15(78.9%) 13(72.2%)
it 5(27.8%) 4{21.1%) 5{27.7%)
ABIRKE
BAREFIIARTAVAN 5(27.8%) 6{31.6%) 8{44.4%) 10
BA 12(66.7%) 12(53.2%) 10(55.6%)
ZOH 1(5.6%) 1{5.3%) 0{0.0%)
(k) 88.07 +/-27.24 79.32 +/- 13,53 88.99 +/- 16.70
HE(cm) 173.18 +/- 13.29 172.01 +/- 9.87 172.18 +/-9.95
AP )—=2 4 BMI{kg/m2) 29.32 +/-8.31 26.71 +/- 2.99 30.01 +/- 5.03
RO —= S B AOIEEOEEOABI 0.56 +/- 0.15 0.62 +/-0.20 0.69 +/- 0.17
BREOZE 10{55.6%) 14(73.7%) 14(77.8%)
20
A== 47 B A DM A1c(%Hb) 6.97 +/- 1.48 6.99 +/- 1.27 6.71 +/-0.94
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TSR 40mgEE 80mgg#
N=18 N=19 N=18
FIESF RO PAD 18(100%) 19{100%}) 18(100%)
BOASEMOFRFMITERE 8(44.4%) 2(10.5%) 8(44.4%) 30
=IASEROBERES 6(33.3%) 5(26.3%) 7{38.9%)
BbE 2(11.1%) 0 4{22.2%)
IDARAEEE 0 2(10.5%) 2{11.1%)
BRESEMOBBRMITHER 1{(5.6%) 0 4(22.2%)
EmiEibrE 1(5.6%) 0 1(5.6%)
FIRSERORNEERESE 2{11.1%) 3{15.8%) 5(27.8%)
i M 14 B 22 o 0 1(5.3%) 1(5.6%)
TIABEZEh 1{5.6%) 0 1(5.6%)
BHnE 16(88.9%) 18(94.7%) 16(88.9%)
FEERERE 15(83.3%) 18(94.7%) 16(88.9%) 40
1EIEFR IR 0 1{5.3%) 0
2RIFERIR 10(55.6%) 12(63.2%) 12{66.7%)
FE R AR MR/ E A 0 0 2{11.1%)
AT UMNIS N =211 18R 5(27.8%) 0 1{5.6%}
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TSugE 736 74.4 73.0 79 74.8 746 733 731 756
40mgR 714 743 741 747 ny 727 704 731 70.2
80mgE¥ 63.9 65.6 65.1 65,7 64.6 68.7 §5.3 64.3 68.3

F3AEE 1413/77.8  1414/783  139.9/78.4 1384774 137.8/754  140.3/765  145.4/795 139.8/778 1364751
40mgBE  136.8/75.8  129.7/72.3  128.0/705 1208/725 1284/711 12414728 127.3/137 12671713 1300/722
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1285/731  1283/126 179.4/73.1 1249710 1243/716 12767132 1323732 123.1/6B.7

125.4/70.2 1231715 124.8/69.2 123.7/683 1195/71.9 124.8/700 1233/671 112.7/67.%
3.7 4.8 39 3.3 3.9 2.9 10 18
18 4.5 20 3.9 38 35 32 41
6.9 73 6.2 7.9 ER] 21 6.1 43
0.2 43 1.6 21 -6 -21 15 22
0.3 0.3 -0.4 -34 03 0.3 45 4.5
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A.  CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AG1K 33/00 (2014.01)
USPC - 424/682; 424/718

Accarding to International Patent Classification (IPC) or to both national classification and IPC

B,  FIELDS SEARCHED

Minimum decumentation searched (classification system followed by clasgification symbols) L

USPC - 424/582; 424/718
IPC(8) - AB1K 33/00 (2014.01)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPG - 424/632; 424/718; 347/100; 106/31.43; 106/31.58: 106/31.75

IPC(8) - DOEP 5/30 {2014.01) (keyword delimited)

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

Patbase; Google Scholar; Freepatentesontine

Search terms used: inorganic potassium sodium lithium nitrite NO2 diabates nsuiapalhy pain treament monitor intensity frequency -

duration quality

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where approp!-iate, of the relevant passages Relevant to claim No.
X US 2012/0237617 A1 (Kevil) ?0 September 2012 (20.09.2012), para [0011], [0075] 14
" ' | 5
Y US 5,692,500 A (Gaston-Johansson) 02 December 1997 (02.12.1987), col 1, In 54-59; col 3,In | 5
5-11; col 3, In 61-67
»_\ US 2011/0086069 A1 (Kevil et al.) 14 April 2011 (14.04.2041), entire document 1-5

D Further documcnts' are listed in the continuation of Box C. ~

[

* Special cntegun'és of cited documents:

“T later document published after the international filing datc or priority
tication but cited to undersiand

“A™ document defining the general state of the art which is not considered date and not in conflict with the applic: |
to be of particular relevance X ’ the principle or theory underlying the invention
“E" carlier application or patent but published on or after the intemnatioral “X*  document of particilar relevance; the claimed invention canmot be
filig dare considered novel or cannot be considered to involve an inventive
“L” document which may throw doubts on priority claim(s) or which is step when the document is taken alone .
cited to cstablish the publication date of angther citation or other wynr  gocument of particular relevance; the claimed invention cannot be
special reason (as specificd) considered to involve an inventive step when the document is
“0" document referring to an oral disclosure, use, cxhibition or other combined with one or more other such documents, such combination
means being obvious ¢ a person skilled in the ant
“P” document published prior te the intemational filing date but later than  «wg » tent famil:
the priority date claimed &" document member of the same pal M

Daie of the actual completion of the international search

18 July 2014 (18.07.2014)

Date of mailing of the international search teport

T1AUG 2014

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.Q. Box 1450, Alexandria, Virginia 22313-1450"

Facsimile No. 574-273-3201

Aathorized officer:
Lee W. Young
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nternational application No.

PCTIUS 1417432

Box No. II Observations where certain claims 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:

1. D Claims Nos.:

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

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

3, g Claims Nos.: 6-12, 16-30
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule §.4(a).

Box No.II1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
This application contalns 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 erder for all inventions to be examined, the apprepriate additional examination fees must be paid.

Group I: Claims 1-5, drawn to a method of treating or reducing pain, said method comprising administering to a subject in need thereof
a pharmaceutical composition comprising an effective amount of inorganic nltrite or & pharmaceutically acceptable salt thereof, and a
phamaceutically acceptable excipient.

Group Il: Claims 13-18, drawn to a method o'ftreétlng & mood disorder or a disorder of brain deverlopmsnt. sald method comprising
administering to a subject in need thereof a pharmaceutical composition comprising an effective amount of inorganic nitrite or a
pharmaceutically acceptable salt thereof, and & pharmaceutically acceptable excipient.

- sed extra sheet

1. D As all required additional search fees wera 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 additional fees, this Authority did not invite payment of
addiu'onal fees. -

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

4, E No required additional search fees were timely paid by the applicant. Cpnsequently, this international search report is
{.esstrictet_i 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.

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

’E No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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Continuation of Box No. Ill — Observations whera unity of invention is lacking

The inventions listed as Groups | though Il do not refate 1o a single general inventive concept under PCT Rule 13.1 bacause, under PCT
Rule 13.2, they lack the sama or corresponding special technical features for the following reasons:

Special Technical Features
Group | includes the special technical feature of a method of treating or reducing pain, not included in the other groups.

Group |l includes the special technical featurs of a method of treating a mood disorder or a disorder of brain development, not included
in the othar groups. .

Common Technical Features: .

The only technical feature shared by Groups (-1l that would otherwise unify the groups, is a pharmaceutical composition comprising an
effactive amount of inorganic nitrite or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptabla excipient.
Howaver, these shared technical features do not represent a contributlon over prior art, because the shared technical features are
disclosed by US 2012/0237617 A1 to Kevil et al, (hersinafter 'Kevil') 20 September 2012 (20.09.2012).

Kevil discloses a pharmaoeulical‘ compaosition comprising an effective amount of inorganic nitrite or a pharmaceuticafly acceptable salt
thereof (para [0011); absiract), and a pharmaceutically acceptable excipient (para [C075)).

As the éhared feature was known in the art at the time of the invention, it cannot be considered a special technical features that would |
otherwise unify the groups..

Therefore, Groups |-l lack unity under PCT Rule 13 because they do not share a same or comesponding special technica! feature.

Note: Claims 8-12 and 16-30 are determinad to be unsearchable because they are dependent claims and are not draftad In accordance
with the second and third sentences of Rule B.4{a) andg are, therefors, not included in any claim group.
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