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oooooao
*4
ey e i VA7 % PfE
n=957 n=84
i 0. 84 0. 83 0. 71
(0. 28) (0. 25)
M=% (%) 41 (71. 9) 65 (77. 4) 0. 591
N (%) 0. 14
TITA 1 (1. 8) 10 (11. 9)
T7VHAFRT AV AN 10 (17. 5) 14 (16. 7)
HA 45 (78. 9) 57 (67. 9)
Z DA, 1 {1 8) 3 (3. 6)
HITT VT AVHIR TTV 54 (94. 7) 80 (95. 2) 1
1 (%)
(LN 9. 14 8. 57 0. 02
(1. 54) (1. 29)
i 72. 09 70. 92 0. 158
(4. 83) (4. 67)
SPTRIT (mm, B—F 0. 58 9. 04 <0. 001
) (1. 43) (5. 20)
BRI gE 1. 63 35. 48 <0. 001
(KUa/L) (8. 89) (45. 09)
R g G 5. 44 20. 26 <0. 001
(mgA/L) (10. 57) (26. 52)
YT eG4 (mgA/ 0. 09 0. 36 G 011
L) (0. 47) (0. 67)
s1gG4,/s1gElK (K 4. 43 1. 48 <0. 001
UL, 1og?2) (3. 90) (2. 62)
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Ara h1l (KU,L) 0. 43 7. 59 0. 006
(2. 59) (18. 71)
Ara h2 (KUyL) 1. 94 21. 75 0. 002
(12, 53) (45. 12)
Ara h3 (KU,L) 0. 14 3. 57 0. 003
(0. 69) (8. 28)
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#5
&R (RF)

HIERE VO V2 V5 2K

AUC 0. 90 0. 99 0. 97 0. 95

T 8 2% 95% 89% 8 9%

R 8 3% 9 6% 9 2% 9 0%

#*6
JE (RF)

HIFERE Vo V2 V5 VO
n=106 n=98 n=139 n=343
alg=63 alg=45 alg=72 alg=180

AUC 0. 98 1 1 1

FERE 93% 100% 100% 100%

JHE 82% 100% 100% 100%

FEE 100% 100% 100% 100%

PPV 100% 100% 100% 100%

NPV 85% 100% 100% 100%
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US2(019/033227

Box No, [ Nucleotide and/or amino aci¢ scquence(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
carried out on the basis ol a sequence listing:

P forming parl of Lhe international application as [filed:
<] in the form of an Annex C/ST 25 text file,
I:l on paper or in the form of an image file.

b. D fumished together with the international application under PCT Rule 13¢er. 1(2) [or the purposes of international search
only in the form of an Annex C/ST.25 text file.
c. D fumished subsequent to the international filing date for the purposes of international search only:

D in the form of an Annex C/ST.25 text file (Rule 137er. 1(2)).
D on paper ot in the form of an image file (Rule 137er.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing hag been filed or fumished, the required
stalements that the information in the subsequent or additional copies is identical to that orming part of the application as

filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additional comments:
SEQ ID NOs: 140 were saarched.

Form PCT/ISA/216 (continuation of first sheet (1)) (January 2015)
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INTERNATIONAL SEARCH REFORT Intcrmational application No.
PCT/JIS2019/033227

Box Na. 1L Ohservations where certain claims were found unsearchabie {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. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an

extent that no meaningful international search can be earried out, specificaily:

3. Claims Nos.: 13-23, 37-50, 61-71, 83, 84, 96, 97, 112117
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rulc 6.4(z).

Box No. 11T Observations where unity of invention is lucking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this International application, as folkows:
See extra sheet(s).

1. I:l As nil required additional scarch fees were timely paid by the applicant, this intermational scarch report covers all searchable
claims.

2. |:| 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 [¢es were paid, specifically claims Nos.:

4. K{ No required additional search 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.:

1,3, 4,12, 24-27, 35, 36, 51, 52, 60, 72-74, 82, 98-102, 110, and 111 to the extent thal they read on a peanut peplide of SEQ
1D NO:4.

Remark on Protest D The additional search fees were accompanied by he applicant’s prolest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompanied by the applicant’s protest but the applicable prolest
fes was not paid within the time limit specified in the invitation.

l:l No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) {January 2015)
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International application No.
PCT/US2019/033227

A. CLASSIFICATION OF SUBJECT MATTER

CPC -

IPC(8) - GO1N 33/02; GO1N 33/53; GO1N 33/543; GO1N 33/564; GOTN 33/68 (2019.01)
GO1N 33/564; GO1N 33/6854; GO1N 2800/24 (2019.08)

According to Intemational Patent Classification (TPC) or to both national classification and iPC

B. FiELDS SEARCHED

See Search History document

Minimum documentation searched (classification system followed by classilication symbols)

Documentation searched other than minimum documentation to the extent that such documents are inctuded in the fields searched
USPC - 435/7.1; 435/7.92; 506/9; 506/18; 530/324 (keyword delimited)

Elcctronic data base consulted during the intemational search (name of
See Search History document

data base and, where practicable, scarch terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant fo claim No.
x US 2017/0218578 A1 (GENISPHERE, LLC et al) 03 August 2017 (03.08.2017) entire document | 1, 3, 4,12, 24-27, 35, 36,
51, 52, 60, 98-102, 110,
111
h 72-74, 82
US 2018/0263212 A1 (ANTERA THERAPEUTICS INC.) 15 September 2016 (15.09.2016) T2-74, 82
entire document
A ~=| GREGORY et al. "Immunatherapy using algal-produced Ara h 1 core domain suppresses 1. 3,4,12, 24-27, 35, 36,
peanut allergy in mice,” Plant Biotechnology Journal, 23 January 2016 (23.01.20186), Vol. 14, 51, 52,60, 72-74, 82,
Igs. 7, Pgs. 1541-1550. entire document 98-102, 110, 111
A US 2015/0168389 At {ICAHN SCHOOL OF MEDICINE AT MOLINT SINAI) 18 June 2015 4.3, 4,12, 24-27, 35, 36,
{18.06.2015) entire document 51, 52, 60, 72-74, 82,
98-102, 110, 111
A ~= | LIN gt al. "A biainformatics approach to identify palients with symptomatic peanut allergy using | 1, 3, 4, 12, 24-27, 35, 36,
peptide microarray immunoassay,” The Joumnal of Allergy and Clinical Immunology, 26 March (51, 52, 60, 72-74, 82,
2012 (23.03.2012), Vol. 129, Iss. 5, Pgs,. 1321-1328. entire document 98-102, 110, 111

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

D See patent family annex.

* Special categories of cited ¢ nS:

“A” document defining thc general state of the art which is not considered
to be of particular relevance

“B"  earlierapplication or patent but published on orafter the international
filing date

“L”  dacument which may throw doubts on priority claim(s) or which is
cited to establish thi: publication date of another citation or other
special reason (as specified)

0" document ing to an oral disclosure, use, exhibition or other
means

“P"  document published prior to the international filing date but Iater than

the priority date claimed

“T*  later document published after the international filing date ordpriority
date and not in conflict with the a;mlic_ation but cited to understand

the printiple or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered navel or cannot be considered to involve an inventive
step when the document is taken elone

document of particular relevance; the claimed invention cannot be
considered to invelve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

ey

wyn

“&™ document member of the same patent family

Date of the actual completion of the international search

16 September 2019

Drate of mailing of the international search report

12N0V 2019

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patents
P.0. Box 1450, Alexandria, VA 22313-1450

Facsimile No. 571-273-8300

Authorized officer
Blaine R. Copenheaver

PCT Helpdesk: $71-272-4300
PCT OSP: 571-272-7774

Form PCT/ISA/210 (second sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT Tnternational application No.
PCTILS2019/033227

Continued from Box No. |1l Observations where unity of invention is lacking

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rulg 13.1. In order for all inventions to be examined, the appropriate additional examination fees need 1o be paid.

Group I+; claims 1-12, 24-36, 51-60, 72-82, 85-95, and 98-111 are drawn 1o peanut peplides. methods and kits comprising the same.

The first invention of Groyp 1+ is restricled ta a peanut peptide, methods and kits comprising the same, wherein the peanut peplide is
selecled to be SEQ ID NO:4. itis believed that claims 1, 3, 4, 12, 24-27, 35, 36, 51, 52, 60, 72-74, 82, 98-102, 110, and 111 read on
this first named invention and thus these claims will be searched withoul fee ta the extent that they read on a peanut peplide of SEQ 1D
NO:4.

Applicant is invited to elect additional peanut peptides, each with specified amino acid sequence and/or SECH 1D NQ, to be searched in a
specific combination by paying an additional fee for each sat of election. An exemplary election would be a peanut paptide, mathods
and kits comprising the sama, wherein the peanut peptide is selected fo be SEQ 1D NO:5. Additional peanut peptidas will be searched
upon the payment of addilional fees, Applicants must specify the claims that read on any additional elected inventions. Applicants musl
further indicate, if applicable, the ¢laims which read on the first named invention if different than what was indicated above for this group.
Failure to clearly identify how any paid additional invention fees are to be applied to the “+" group(s) will result in only the first claimed
invention to be searched/examined.

The inventions listed in Groups |+ do not relate 1o a single general inventive concept under PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or corresponding special technical features for the following reasons:

The Groups I+ formulas do not share a significant structural element responsible for diagnosing, treating, lolerizing, and/or detecting
intensities of a peanut allergy, requiring the selection of altematives for the amine acid sequence of the peanul peplides, where “the ong
of more peanut peptides is selected from: peplides having at least 3 conliguous amine acids from positions 8 to 66 of ara h { allergen;
peptides having at least 3 contiguous amina acids from positions 103 to 152 of ara h 1 allergen; peptides having at least 3 contiguous
amino acids from positions 176 to 195 of ara h 1 allergen; peplides having at least 3 contiguous amino acids from positions § to 40 of
ara h 2 allergen; peplides having at least 3 contiguous amino acids from positions 93 to 115 of ara h 3 allergen; peptides having at least
3 contiguous amino acids from positions 30 to 75 of ara h 3 allergen; and/or peptides having at least 3 contiguous amina acids from
pogitlons 152 to 167 of ara h 3 allergen” and “the ane or maore peanyt pepliges comprise an amino acid sequence selecied from any one
or more of SEQ 1D NOs: 4-67".

Additionally, even if Groups |+ were considered to share the technical features of a method for detecting development of clinica!
tolerance o peanuts in a subject that is allergic to peanuts comprising: centacting one or mare peanut peptides with serum or plasma
obtained from the subject under conditions sufficient to permit binding of one or more allergy associated immunoglobulins (AAls) in the
serum or plasma to the one or more peanut peptides, wherein the one or more peanut peptides are coupled to a solid support, to form
one or mare AAl-peptide-solid support complexes; binding an AAl-specific labeling reagent to the AAl-peptide-solid support complex;
detecting binding of the AAl-specific labeling reagent {o each AAl-peptide-solid support complex to identify one or more peanul peplides
bound to the AAl in the serum or plasma of the subject; and comparing the identified one or more peanut peptides bound o the AAl in
the serum or plasma of the subject, or the concentration of the AAl in the serum ar plasma of the subject, wilh a previcusly idantified
panel of one or more peanut peptides bound to the AAJ in the serum or plasma of the subjecl, or a previous concentralion of the AAl in
the serum or plasma of the subject; wherein development of clinical talerance to peanuts is indicated when: the subsequent number of
peanut peplides recagnized by IgE AAl in the serum or plasma of the subject, and/or the subsaquent concentration of AAI IGE in the
serum or plasma of the subject, is less than the previcusly identified number of peanut peptides recognized by AAI IgE in the serum or
plasma of the subject, and/or lass than the previous concentration of AAl IgE in the serum or plasma of the subject; andfor the:
subsequent number of peanut peptides recognized by 1gG4 AAl in the serum ar plasma of the subject, and/or the subsequent
concentration of AAI [gG4 in the serum or plasma of the subject, is greater than the previously identified number of peanut peptides
racognized by AAl 1gG4 in the serum or plasma of the subject, andfor grealer than the previous cancentration of AAEgG4 in the serum
or plasma of the subject; a method for diagnosing a peanut allergy, and/or severity of a peanut allergy, in a subject comprising:
contacting one or more peanut peptides with sarum or plasma obtained from the subject under conditions sufficient to parmit binding of
ong or more allergy associated immunoglobuiing (AAls) in the serum or plasma to the one or more peanut peptides, whersin the one or
more peanut peplides are coupled to a solid support, to form one or more AAl-peptide-solid support complexes; binding an AAl-specific
labeling reagent to the AAl-peptide-solid support complex; and detecting binding of the AAl-specific labeling reagent to each
Aalpeplide-solid support complex to identify one or more peanut peptides bound to the AAl in the serum or plasma of the subject; a
wherein recognition of at least one peanut peptide by an AAl in the serum or plasma of the subject indicates that the subject is allergic to
peanuts; a method for detecting an increase in intensity of allergy or adverse event during treatment of allergy to peanuls over time in a
subject that is allergic to peanuts comprising: contacting one or more peanut peplides with serum or plasma obtained from the subject
under conditions sufficient fo permit binding of one or more allergy associated immunoglobulins (AAls) in the serum or plasma to the one
or more peanut peptides, wherein the one or more peanut peptide are coupled to a solid support, to form one or more AAl-peptide-solid
support complexes, a method of sensilizing an infant to one or more peanut allergens to induce tolerance or non-allergy to peanuts
comprising adminisiering one or mare peanul paplidas to the infant, a set of aliergenic epitope-containing peanut peptides comprising a
plurality of peanut peptides comprising at least two peplides a kit comprising: a) ane or more altergenic epitope-containing peanut
peptides wherein each peanut peptide is coupled to a solid suppori; and b) an allergy associated immunoglobulin (AAI)-specific labeling
reagent; packaged together and including instructions for use; these shared technical features do not represent a contribulion over the
prior art.

Specifically, US 2017/0219578 A1 to Genispherg, LLC. discloses a method for detecting development of clinical tolerance ta peanuts in
a subject that is allergic to peanuts (predicting whether an allergic subject is likely to develop clinical or natural tolerance over lime,
Abstract: the invention relates to methods for detecling development of clinical folerance in 2 subject having CMA, Para. [0018]; Far

Form PCT/18A/210 (extra sheet) (January 2015)
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example, allergenic epitope-containing peplide panels derived fram allergenic peanut proteins, Para. [0077]; wherein the allergy is
allergy o cow's milk, allergy to peanut, Claim 2) comprising: contacting one or more peanut peplides with serum or plasma obtained
from the subject under conditions sufficient to permit binding of one or more allergy associated immunoglobulins (AAls) in the serum or
plasma to the one or more peanut peptides, wherein the one ar more peanul peptides are coupled to a solid support, to form one or
more AAl-peplide-solid support complexes (contacling each solid support with serum obtained from the subject under conditions
sufficient to permit binding of allergy-associated immunoglobulin (AAl) in the serum to the paptide on each solid support to form a
peplide-AAl complex, Para. [0015]; allergenic epitope-centaining peptide pane!s derived from allergenic peanul proteins, Para. [0077]);
hinding an AAl-specific labeling reagent to the AAl-paptide-solid support complex {{c) binding an AAl-specific labeling reagent io the
peplide-AAl complex, Para. [0016]); detacling binding of the AAl-specific labeling reagent to each AAl-peptide-solid support complex to
identify ane or more peanut peptides bound 1o the AAl in the serum or plasma of the subject (analyzing binding of the labeling reagent lo
gach peptide-AA| complex o identify peptidas recognized by the AAl in the serum of the subject; wherein recognition of at least one
peplide by the AAlin the serum of the subject indicates that the subject is alfergic, Para. [0017]); and comparing the identified one or
more peanut peptides bound to the AAl in the serum or plasma of the subject, or the concentration of the AAl in the serum or plasma of
the subject, with a previously identified panel of ane or mare peanut peptides bound to the AAI in the serum or plasma of the subject, or
a previous concentration of the AAl in the serum ar plasma of the subject (an increase in the subsequent concentration of IgE in the
serum of the subject thal recognizes at least vne peptide compared to the initial concentration ofigE in the $erum of the subject that
recognizes the at least ane peptide, indicates increased intensity in the subject of the allergic response lo the food); wherein
development of dlinical tolerance ta peanuts is indicated when: the subsequent number of peanut peptides recognized by IgE AAlin the
serum or plasma of the subject, andfor the subsagquent concentration of AAI IgE in the serum or plasma of the subject, is less than the
previously identified number of peanut peptides recognized by AAI IgE in the serurn or plasma of the subject (a patient to either develop
tolerance or experience an increasad allergic response based on the number of epilopes... bound by IgE in the serum of the subject,
Para. [0055); A reduction in the number of peplides reactive with AAI at the subsequent time-point as compared to the initial profile, or a
reduction in intensity of binding of AAl to any of the peplides at the subsequent ime-point as compared to the initial profile, particutary at
least a 2-fold reduction, indicates development of ¢linical tolerance, Para. [0068]); a method for diagnosing a peamt altergy, in a subject
{Provided are peptide biomarkers for diagnosis of allergy, Abstract; allerganic epitope-containing peplide panels derived from allergenic
peanut proteins, particulardy the Ara h pratein family, may be utilized in methods similar to those discussed above, Para, [0078]; the
invention encompasses a method for diagnosing a food allargy in a subject, Para. [0081]) comprising: cantacting ane or more peanut
peplides with serum or plasma obtained from the subject under conditions sufficient te permit binding of one or more allergy associated
immunoglobuling (AAls) in the serum or plasma to the one or more peanut peptides, wherein the one or more peanut peptides are
coupled to a solid support, to form one or more AAl-peptide-salid support complexes {contacting each solid support with serum obtained
from the subject under conditions sufficient to permit binding of allergy-associated immunoglobulin (AAl) in the serumn to the peptide on
each solid support to form a peptide-AAl complex, Para. [0015]; allergenic epitope-containing peptide panels derived from allergenic
peanut proteins, Para, [D077]); binding 2n AAl-spetific labeling reagent to the AAl-peplide-solid support complex {binding an AAl-specific
labeling reagent to the peptide-AAl complex, Para. [0016]); and detecting binding of the AAl-specific labeling reagent lo each
AAl-peptide-solid support complex to identify one or more peanut peplides bound to the AAl in the serum or plasma of the subject
{analyzing binding of the labeling reagent to each peptide-AAl complex to identify peptides recognized by the AAI in the serum of the
subject, Para. (0017]); wherein recognition of at least ong peanut peplide by an AAl in the serum or plasma of the subject indicates that
the subject is allergic to peanuts (wherein recognition of at least one peplide by the AAI in the serum of the subject indicates that the
subject is allergic, Para. [0017]; allergenic epitope-containing peptide panels derived from allergenic peanut proteins, particularly the Ara
h protein family, may be utiized in methods similar to those discussed above, Para. [0078]; the invention encompasses a method for
diagnosing a food allergy in a subject, Para. [0081]); a method for detecting an increase in intensity of allergy or adverse event during
treatment of allergy to peanuts over time in a subject that is allergic to pranuts (methods for diagnosis of CMA, for detecting
developmaent of clinical tolerance to cow’s milk prateins, and for detecting increases and decreases in the intensity of the altergy. Para.
[0012]; o detect an increase.... in the intensity of the allergic rasponse to cow's milk {CMA intensity) in a subject over a period of time,
Para. [0026]; allergenic epitope-containing peplide panels derived from allergenic peanut proteins, parlicutarly the Ara h protein family,
may be utilized in methods similar to those discussed above, Para. [0078]; the invention encompasses a method for diagnosing a food
allergy in a subject, Para. [0081]} comprising: contacling one or more peanut peptides with serum or plasma obtained from the subject
under conditions sufficient to permit binding of one or more allergy associated immunoglobuling (AAls) in the serum or plasma to the one
ar more peanut peptides, wherein the one or more peanut peptide are coupled to a solid support, to form one or more AAl-peptide-solid
support complexes {contacting each solid support with serum obtained from the subject under conditions sufficient to parmit binding of
allergy-associated immunaglobulin (AAl} in the serum to the peplide on each solid support to form a peptide-AAl complex, Para. [0015];
allergenic epitope-containing peptide panels derived from allergenic peanut proteins, Para, [0077]); a set of allergenic epitope-containing
peanut peptides comprising a plurality of peanut peptides comprising at least two paptides {several peptides in the panel were highly
reactive with the sera of the individual, Para. [C070]; allergenic epitope-containing peptide panels derived from allergenic peanut
proteins, Para. [0077]); a kit (kit, Para. [0072]) comprising: a) one or more allergenic epitope-contgining paanut peptides wherein each
peanut peptide is coupled to a solid support (the reagents for use in any of the foregoing methods may be packaged together in the form
of a kit comprising a plurality of allergenic epitope-containing peplides, Para. [0072); allergenic epilope-containing peptide panels derived
from allergenic peanut proteins, Para. [0077)); and b) an allergy associated immunoglobulin (AAI)-specific labeling reagent (a labeling
reagent comprising an antihuman IgE antibody conjugated te a first reporter moiety, Para. [0072]); packaged logether and including
instructions for use (The kit will typically include instructions for use of these reagents in ene or more of the methods of the invention
described above, Para. [00TZ]).

US 2016/0263212 A1 to Antera Therapeutics Inc. discloses a method of sensitizing an infant to one or more peanut allergens to induce
tolerance or non-allergy to peanuts (methods can be used for tolerizing the immune system... allergens that are designed to be
administered in escalating doses ta, for exampie, an infant, Abstract; where the allergen is a peanut allergen, Para. [0008]) comprising
administering one or more peanul peptides to the infant (Generally, upon administration over time, the amount(s) of the allergen (s} in
Subsequent administrations increases, and the increase may be linear or logarithmic, Para. [0018]; the composition containing the
allergen {e.g., peanut Rour); the compasitions can be administered at 2-730 (e.g., about 2-365 or 2-120), Para. [0017]; are infended to be
administered to humans (e.g., human infants), Para. [0393}).

‘The inventions listed in Groups |+ therefore lack unity under Rule 13 because they do not share a same or corresponding special
technical features.

Form PCT/ISA/210 (extra sheet) (January 2015)
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