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Gastrointestinal and Liver Disease: Pathophysiology, Diagnosis, and Management. (WB Saunders Company,
1998)1; [Robert, Physiology of the Gastrointestinal Tract 1407-1434 (Raven, 1981)]; [Rampton,
Prostaglandins: Biology and Chemistry of Prostaglandins and Related Eicosanoids 323-344 (Churchill
Livingstone, 1988)1; [Hawkey &, Gastroenterology, 89: 1162-11838 (1985); Eberhart %,
Gastroenterology, 109: 285-301 (1995)]).
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Gastrointestinal Tract 1407-1434 (Raven, 1981)]; [Rampton, Prostaglandins: Biology and Chemistry of
Prostaglandins and Related Eicosanoids 323-344 (Churchill Livingstone, 1988)]; [Hawkey %,
Gastroenterology, 89: 1162-1188 (1985)]; [Eberhart &, Gastroenterology, 109: 285-301 (1995)];
[Robert, Adv Prostaglandin Thromboxane Res, 2:507-520 (1976)]; [Main &, Postgrad Med J, 64 Suppl 1:
3-6 (1988)]; [Sanders, Am J Physiol, 247: G117 (1984)]; [Pairet &, Am J Physiol., 250 (3 pt 1): G302-
G308 (1986)]1; [Gaginella, Textbook of Secretory Diarrhea 15-30 (Raven Press, 1990)1). okel ks &
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([Robert, Physiology of the Gastrointestinal Tract 1407-1434 (Raven, 1981)]; [Rampton, Prostaglandins:
Biology and Chemistry of Prostaglandins and Related Eicosanoids 323-344 (Churchill Livingstone,
1988)1; [Robert, Adv Prostaglandin Thromboxane Res, 2:507-520 (1976)1). w3, A3 A e X
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Prostaglandins: Biology and Chemistry of Prostaglandins and Related Eicosanoids 323-344 (Churchill
Livingstone, 1988)]1; [Hawkey &, (Gastroenterology, 89: 1162-1188 (1985)]; [Eberhart %,
Gastroenterology, 109: 285-301 (1995)]; [Robert, Adv Prostaglandin Thromboxane Res, 2:507-520 (1976)];
[Main &, Postgrad Med J, 64 Suppl 1: 3-6 (1988)]; [Sanders, Am J Physiol, 247: G117 (1984)]; [Pairet
S, Am J Physiol, 250 (3 pt 1): G302-G308 (1986)]; [Gaginella, Textbook of Secretory Diarrhea 15-30
(Raven Press, 1990)]; [Federal Register Vol. 50, A 10 (GP0,1985)]; [Pierce %, Gastroenterology 60
(1): 22-32 (1971)]; [Beubler &, Gastroenterology, 90: 1972 (1986)]; [Clarke &, Am J Physiol 259: (62
(1990)]; [Hunt &, J Vet Pharmacol Ther, 8 (2): 165-173 (1985)]; [Dajani &, FEur J Pharmacol, 34(1):
105-113 (1975)]; [Sellin, Gastrointestinal and Liver Disease: Pathophysiology, Diagnosis, and
Management 1451-1471 (WB Saunders Company, 1998)]). TR AEFHEUS BEHo7 AERST 5HE V)
A yYehllaz dod ([Sellin, Gastrointestinal and Liver Disease: Pathophysiology, Diagnosis, and
Management . (WB Saunders Company, 1998)1; [Robert, Physiology of the Gastrointestinal Tract 1407-1434
(Raven, 1981)]; [Robert, Adv Prostaglandin Thromboxane Res 2:507-520 (1976)]; [Wallace &, Aiiment
Pharmacol Ther 9: 227-235 (1995)]).
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= g ua,

o "gsA FEAT 9 (Al SRHoR Hesksd @), dHE, daHE % olsg ¥

1= 9, elE Bol, B @vigel o, A 22
(ln) 25 2 vhlee), duEe; =E 5719
gobng, AFEILobiel, MAobIe, AL

= LR =¥}

EESCIRE R A= S REE [ = P
) o=7|ds % i), HE
< &

dz, o So, AF 97 dd=, S|
HZ, ¥d e, oA¥d dHZ, -3 | 2 1
A7 delz, dHd &8 o, tdgsd dHe, B

A

Zdd oH= 3 gEdd dEE; AF &
=

EAo)AZ 2T JEZ; AT LFA] (A
2 - EAE oHEZ; o XF ofH oeHE, Ay Hd olH
A oHZ, 3,4-t]-HEAEdE oHE % wizolumHd dHE; 2 olH(HF)LZ JdHE, o7 #l

e | ol €
2, EgY JeHZE 2 =5z ofH28 23,

o ~EH 29 o= WS A=HE, A5 59, Ax ¢ o=HZE, o7 Ad o=HZE, JdY JiHE, =
23 o|AHE, o]AXET oAHE, HE JAHE, olild JiHE, t-5E gz, #Hy oiHE 2
1A F222god oaE2; AF dAd o2z, dAg vd Az 2 4 AEHE; AF dv)d o
2HZ, o7 odEd odxHZ 2 Z23d dq2HE; JESA(AF)LY o~HE, 474 S|=FAE o

ZHE; Aw AFA (A) 44 dzHE, dqid WEAME olxgE B 1-vEA Y olaEE; B 9l
A o oaHE, 7Y, Hd diHE, 29 JdiHE, (-FEud daHE, ded dAHE, 3,4-1-
HEA L oaHE g flzelnmdd A= 2 ol H(AT)LE dAHE, Gd W cdaHE, Efd

xdE B W=s|=d JdaH=E Eodit.

A o] oblE B8 COR'R' (4 F, R %R 42 F4, AF 97, ofd, d4- EE old-%¥d, A
F WA W AR W E el 18 ousta, dF Sol AF 47 ohv=, i vdotis, of
dopul=, tujgolul= B deldolnls; ofdolu=, djAn) ohdes B EFoltieln; % - Ei ofd-

Exdopr)s, Ay WgET Dol =, YETd-olr|s B FUEE o}y

E3F), M & 3cEAxoln L & 49 PGE Y9

A o) AR ol -CO0H, °l9] SFFHOE HEAbsd @, oSHE EE ofvmolnh,

R X, O MEAE At 9% RE g2 A4, 0% sEAsls B 94, &9 16,1605 B
oltt.

b s, R & ©ag 1-10, v sl ©@as 6-10 o ©@3lea 7)ot TR, A gk
ol Sht ol ge] Ba A Ak, Ak Ei Foz 9o A,

R o] e, dE &9, 37l 718 £33
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SS=50dl 10-1466980
—CHy—~CH,—~CH,~CH,-0-ClH,—,
—CH,~CH=CH-CH,-0-CH,—,
—CH,-C=C-CH;-0-CH;-,
—CHy~CHy=CHy—CHy~CHo—CHo—CH, -,
—CH,~CH=CH-CH,~CH,-CH,—CHz—,
—CHy~CH,~CHy~CH,~CH,-CH=CH-,
—CH,-C = C-CH,~CH,~CH,—CHz—,
-CH,~CH,~CH,~CH,~CH,~CH(CH3 ) -CH,-,
-CH,~CH,~CH,~CHy-CH(CH3) -CH.—,
—CHy~CHy~CHy~CHy~CH,—CHy~CHo—CH,—,
—CHy~CH=CH-CH,~-CH,~CH,—CHy—-CH,—,
—CHy~CH,~CH,—-CH,~CH,~CH,-CH=CH-,
~CHy~C=C~CHy~CHy~CHo~CHo~CHo—, 2
-CH,~CH,~CH,~CH,-CH,—CH,~CH(CH;)-CH,-.

HREA S Ra & BAS 1510, 9% whgrEelt Bad 18 o BEescld. R & oehlel wa 948

Ze 1 ®Ee 2 709 S4E M 5 Ao

7 vrgA e FEodE 22 AEaEdd SgtE, 5, 13,1413 ER2-15-AE-16,16-UEF o 2-Z 2 eI U
E; 385 Tt 13,14-U3s|=2-15-AE-16,16-tZF 2 2-18-HE-Z 2 ~e}Z&d E, 3gEo|t}.

A7) S8 (D) 2 (1D oA 38 @ a- WEE o AL WA AR PG o) A FY EE AT & 3
g T, Bounme E@ Qi B Mge 2t 398 NoDAA B e HEse) EREs
e,

B ool Waw, 13 3 1 AfololA tslmelm 15 SN AR=0)3 PG HEEE A4 11 A4 F=
SA9 912 15 oM 9] AR AbololAle] svobae Bl ols) Am-s|rlobag BBA F Aok,

ds 501, Xi # X, ZF7F 2 da, 5] B4 AA) A, gl 3WoldA, olFvadd sdEs

_13_



10-1466980

s==4

A7} obd)e] a;

=z o}=L
=7

CH;, "=+ -CH,0H, -COCH,OH, -COOH E&= ©]¢]

L
o

Xi" %X =
Y &

[0135]
[0136]
[0137]
[0138]
[0139]
[0140]

I

B

[0141]

s

= (A

=
=

o
oy
i
)
=
o
=]

i

Al7]0]aL;

or
o

7], SHZAZ

o

o

)
B

O
o

o

M

[0143]

& Fmao}

vt

7} o}

M

94

]

7E

= HjAA|

all

ol

ekl 3}

gyl

o] dmotAl

B

o
I

[0144]

=i}
=

F= USP Al 5,073,569, 5,166,174, 5,221,763, 5,212,324, 5,739,161

-ATPase &AAl, &, %

+

.
=0, K
Re

L

(371

<

-ATPase A A

S7) et
Re

Re

6,242,485
(b) H. K
1

Het1 ’S_‘

k)
w

[0146]
[0147]
[0148]
[0149]
[0150]
[0151]

)

[0152]

_14_



10-1466980

s==4

3= Ry Ry 71 F7F

143

[}
RS

Az5E A9y,

)

[e]
=

gEFoE

Ry

R. 2
Hetz

[0153]
[0154]
[0155]
[0156]
[0157]

S
~
o
<
i
™
it
o
oH
_
N
ay
—_
o
Nfo
~ —
o 6
4 e
e wr
T <
™ . T
. g3
o
e S
X s e ol
i o dp
OE o Mm m&
2 ™ oV
= on o .
Cllcy = <
T 5 ¢
o [
™ op aM M
Moot oz 2
AR JJ +
o H T
IR °
s g 0w
o+ " = 3
o o
o I — o= o]
= o—e %
R _ oo oy
% N ) _—
w0 - I~
o' Y S N
e i 2 2 =
=2 =2 S = =

_15_



[0163]

[0164]

OCHj
HaC_A_CHs
0 OCH
N 1N ?
on—$—<
N
/
H
OCHj
HaC_~ CHs
0 OCHs
S N
N CH> '"”S‘<
N
/
H
OCH,CF,
0O N
. [
N~ CH —s—</
N
H
CH3OCH,CH,CH,0 CHy
ﬁ N
ST
—nN N

_16_

=54] 10-1466980

omn

QHEUS

HAMHEeHS

Ll
-
g
o
U

ctil Z et =



[0165]

OCH3
/ OCH3
ﬁ N OCHF;
\
N CH2~—S—</ j@/
/N
H
OCH,CH,CH,OCH3
s CH3
QO N
A I /
N CHz———S——%<
/N
H
CHs
N—CH>CH(CHj3)2
SRy
vt~ T )
/N
H
N
e
/N
H

e
m
[l
o
i

IF

dlol =t

MU

_17_

10-1466980



)

=
=

a}

3L

10-1466980
gt o A

hvA

gz, IE

3L

pul

2k A

el ]

E}_E
=4

3L

of| A

wl
=

E}_E
=4

FA

=
gl

=
=

H

[0166]
[0167]
[0168]
[0169]
[0170]

o

o
el

al

0

il
]

)

X

C)

H

jzel
‘umo
2
of
‘mo

)
B

)
oX
"

k)

A, A A (preparation),

o=

3

S

%=

A

al

ol &

il

[0171]

WA 344 o

A, o

guld WEelE, vhodd SRl

4 3A
2 (work-up)ell wz}, 7] %=

=
=]
RLAE)

]

S

3}

)

Pt olgel )

AERO
o

}Z;]'

=
S

Ton

B

ToR

(inclusion

B4 5ol Aol

[¢)

= 3=

[¢)

compound) ©]

[0172]

NP
Ay
0
folm
o))

)

)

A
R

ol %
i

24

g]
o] oo

=

=

2= gl
BEC R

e

pud

}:g-)\
A=

22+ (C6), ZFEHAF (C8), 71=

W, 7h=

i

B

At

US 6,583,174 o 7NA = o

_18_

L

22 (C10), =4k (C12) 2 wlg~EAF (C14) o]t}



10-1466980

s==4

B

$7bs

4 AL F qdnh,

o

o=

3

ok
=k

At Tl A 2HEE

[0173]

L
o

7HA

J

S
=4

R

%l

}7] vl A A of9fel, HA], o
T2l

= v

L

= A1

s e)
52

0
H

]
=y

oA
=

=

2= e Al

E

}

WA

gogd FEE, A

3Z
=

244 29,

[0174]

o))

0

7A
N
o

_—

wm

7}

L
L

of g ooEdol ¥
o]

o s
A A

&

d

A

= O

4 AW

}

2
pu

Eu
pul

H] o]

2
2qERA AFE 5 Aok,

gl
H 3 Fof (FA,

, dE

L
L

H] =4 8] 4 Ao
NZAoZH A

1
AR

P
-

7t B E |
= kAl

o

i BEA,

[0175]

A
o
iz

[0179]

B

KO

o))

O

¢
st
"

ol
"

14
W, 7tzbe] W g

1-100 45 © E4

o
GHL,_

[

19 1-6, B}

=

L
L
az

d5 =

0.1-1000 ug, E3]

. K -ATPase }#17]

L
L

SHA

248

u}
1-60 mg ©] H'

]

=

L
L

0.01-10000 zg, ©
@457

L

Fu

HAI
1-200 mg, ©<

o

2k z]
-1

)=

1-4 3]

R
.

H

o AhgE "R elPE

2, 0.001-100000 zg, W}
[¢)

2}k z)
=

7A

o
I
oo

|

ez Bl Dol BE Fol

o
gl

[0180]

MNEZA S A

=z ]
=

A,

S

——
o

el
w

)
il
o
i

il
al

oA A

\mo
HE

1

2

[0181]

ol
ToH
23]

el

oF

gl

k)
F, 234

[¢]
[e]

vk ‘T‘ﬂ
, NSAID == C0X2 Al

-ATPase A=<

+

L0, K
, AolA A A, NSAID-+-

_19_

L
L)

ool

"91%

Fu

Bl Ag-H =

2

[0182]
[0183]



[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]
[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

==

S0 10-1466980

A-T o, ASEF, A4, A% 28, A= AY 2L 6kl A =7F 23U ofo] At A gk
B owrgo] 27149 AAe AYe 317 AlddE FxZ Ay, 2 age ol AdEE Aol oyt
2 Al o
Ao 1
AFRE A1 B8 72 35S Crj: Wistar A1 £4 HE 10 wlg)& 789 A7) BES 24 N B
ob AAAZ F, F¢gE 1 (13,14-U3=2-15-AE-16,16-UZFL2Z-PGEL) Tt HAE AT T8t
g AZT = gAY AT Fo T 10 B, BE YEO 20 mg/kg o JQEHER] AT EQeES
A3 k. 6 A7t B %%%—% OFEFARA] Z L) A5 AAS, 7+ AN HFF dols A
= MNE HF ZH2he] Hdolo] Fo A AY A5 Atssict.
E 19 AAE ute} o], 33E 1 (13,14-T3| =2-15-AE-16,16-TZF L 2-PGE1) o] Sl =w|epal-5-2F 9k
PAdo) el A3 RS E AFets Ao R vEhytt.
F 1
HEAA AE=mER-F2 %] et e 1 9 E3
5 58 n ;q]ookz]é,"—a'b A%
(pg/kg, po)
o= (FAD 0 10 49.6+7.6 -
st 1 2 10 927.945.1 4
ME A zhzke] dole] 3§

_20_

AFEE AE BB 7 28S Crj: Wistar AIEe 7 #E 9 =& 10 nlelE AT A7) FES 24
AZE Sob AAND F AY WIS AT Folsisid 3 1 (13,14-13] =2-15-A E-16,16-T ZF Q.
2-PGE1) T+ @Al gofslt 58S A T3 3 10 B, EE HJEZ F& g Y, 6 AZF B
A= 7] (xipoid process) EO|7FA] & (23 T)oll T2}, olojr, TEES ARAT AT A= AA
star, 7+ A% AGE dols A3t ANE A ZH2re] ol Fova AF X4E AAssiTt.
X2 o AAH= vie} 2], 3gtE 1 2 2Ed2a-F A A4 giE] JEet REE AlEste AR U
Bl
*
e ~EYA Fk A%l g 33 1 9 53}
s 83 n 7 ¥ x}z,:a'h A%
(1g/kg . po)
= a(FAD 0 10 29.3%+3.0 -

3etE 1 3 10 26.6+3.7 9.2

3E 1 10 9 23.444.7 20.1

g »

SEE 1 30 10 134420 54.3

e 1 100 10 1.3419" 85.3

N AF ZHzhe] dolo] &

"W o+ B gA-xad gzEd 9mA P<0.01 (FY (Dunnett) AA)
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[0201]
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[0204]

[0205]
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[0207]
[0208]

[0209]

A Al 3

[Wong 5 (Pharmacol. Soc. 32:49-56, 1989]¢ 7|Al¥ ®e] we} ATE 233}
T A7be Crj: Wistar Alge] 70 AE 6 vhe= A3l g7 BEE
WA 24 AIZE FoF AAAF 3}eE 1 (13,14-t3| =2-15-A E-16,16-T] =

g XA EglEgAElE (MCD) ] ¢ A¥E 2478 fidZ
o} ok URTOZA, FAE 94 =HAQ HE st~

fm ~
)

% AgE AR R
gol Aol AabA

pyloric ligation) 30 # Xdoﬂ AT

2000 pg/kg & 71 EE AT

g2 w3 sholl, A% A/l (midline incision)& B3 HHE 43, 3-0 23 532 F2s FiL, 555
A

=55] 10-1466980

o

ok}, olF, SAY ES X &2 HHE V] FES FUC. FEadd T 4 AZre] Ay, A7
TES AF €IEAA AT, BEEE Y. 2 WEES Hd g Fd Rox, 10 #3F 3000 rpm
o2 AARIYANA 1A LS AAS. Aae moyw, BIE ZHs8l). e A4 BE L
ZFel 1 ml BHHS A% AA7] (COMTITE-900, Hiranuma Sangyo, Co., Ltd., Japan)E AF&3te] 0.01 N $4F
FEFOR pH 7.0 o2 HAste], A% (nEq H/nl)S =44}, 4 AZE Fete] At WA EREE
Al Akttt

A3

AHRE = 1 o A, AA7 Agd 25 MCT-AH2lE 15 el dA AF E6)&elA] auA] A
o] 7} x| Qgng} Wb okA tidto® 83k, FEFAER™ 2000 pg/ke o W3 B8 2de-AgE
gizol vls 4% S7HE FEskdt (p < 0.01). AE St ES, FA-AEE ) vuste], A

A A Bl 4P Fx

L
Al 4

TW/CSK AE E719) Ae A, Do) 9 3 o) 3.8 % AEZAVEF §
2 A

1 39 W A=A

EFY £33slo] AE2AAIIA AT A7) NEZA3 AL 1000 rpm (168 X g)Oo& 10 £7F YA
A A i3 3 (PRP: Platelet-Rich Plasma)E 538k}, PRP AF %, v A AHE 3000 rpm

(1670 X g)o 2 15 &7+ QAR 71, FHNS
o 7k A13 g (25 ) O.E PRP (200 ul)E
25 ul) 25 w0 B AR "aw $3 =3
°f dawt 3 AE AL A AY 898 349l Pold Bl
o A-HE 25 Ad $H ARE vasty A4 % & Atesid.

g3 g% (PPP: Platelet

—~

I 3ol AAEE vhel o], FFE 1 (13,14-U3] =2-15-AE-16,16-U] ZF 22
& 74 skt o, Zesetedd B (PGE) & 4% $32 Jdd] oA

|

ADP 2 FitE Bzl g4 S did sistE 1 2 PGE, o &3

Poor Plasma) o2 A3

1 B7F 37 T oA oAuuIA 7l & dag ¥ A (ADP
HEMATRACER PAT-4A, Niko BloSClence Inc.)E AH&3}

Hargdorz THA 2ASY

-PGE1) S i L4 I3
A=

oA %

73

A Ex2at T v WA p<0.01 (AFHE t-71A)

Wistar EE Bol AR A2 SHAA S B AR F G

i

33+ 1 (13,14-93]



[0210]

[0211]

[0212]

[0213]

[0214]

[0052]

= 2-15-AE-16,16-U|ZF L Z-PGE,)) EEx= IggE 2 4-t)F =2 -15-7 16-tZF 2 2-18(s) W E-
PGE)E 7] s&E AT FA933H. StE 1 3 AR 32 AAA (FA2EE e vEgEH)E
ARSS B8 AP avE SHSGE W, 3FE 1 I PR B2 dAAE FA A AT FoAsH. ]
Z7 Y FIo dAE AFUTt FoEA 10 B & A7) BES ~EHA g4 €3, 23 C 2
A Fxd ZGEAETIMA FHeRE F3kT). 5 AIZE Fo, Z S EdA AU, o,
A A H 9] BE 59 (cardiac region) E Ao]AFe] ARE Eo T A= A7} £
2 4w 9 AY AAdEE AL, 1 % TELY LA 30 E1F A HTH g vhE- (greater
curvature) & W} & 4o NE A dol (mm)E Sk, # st F BE AY 2ol & A
& A2 FEAISA T

(A1)

E 4 0] AAD vhe Pol, HAE 1 F 2 & BEY-oE BAow AALE AT, E 5o ANA
ok @ol, SHE 1 oF damee] He Adi, goTaene 48w A Musde . AA8L
% el A, H%el, BT 1 % enzZEe] We A md, orZdERe Asw A
S mwsge W, % el AN AAsa

&) A BY ZAAIRA 4REA $UA YT GAAS BE AL AAE 940 A9 W

aL 4
YENA 24 ~EF A (water—immersion stress)oll olal ¥ Akl g 3FE 1 % 2 o &7
I n 528 A= A% 24" A%
P £+ S.E., mm
A 10 p.o. 15.9 £ 1.2 -
SIRHE 1 10 ug/kg 10 p.o. 12.2 £ 1.9 23
33E 1 30 pg/kg 10 p.o. 10.1 + 1.6 36
3sE 1 100 ug/kg 10 p.o. 1.4 + 0.6 91
sistE 2 10 pg/kg 10 p.o. 12.6 + 2.2 21
SI3HE 2 30 pg/kg 10 p.o. 10 2 + 2.0 36
33E 2 100 pg/kg 10 p.o. + 0.9 85
aL 5
YPEANA HF 2Ed e o fadE HAGd st shetE 1 3 P44 A= AdAAe ¥8 Ay 2y
1% n |58 74 A 25" A %
2|
A £+ S.E., mm
A 9 | p.o. 8.6 £ 1.3 -
AT E 1000 pe/kg 9 p.O. 4.6 £ 1.2 46
A EbE1000 pg/kg 9 | p.o. 3.7 £ 0.9 57
+
313 1 10 pg/ke
2>z ekE 3000 pg/kg 9 D.O. 5.9 £ 0.9 31
L ZekE 3000 pg/kg 9 | p.o. 3.4 £ 1.0 60
+
S8 1 10 pa/kg

A HA Ak Eu)Ekd ) 13,14-03| =2-15-AE-16,16-T/ZF Q. 2-PGE1 (3FE 1) ai=
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e = 28] Zolt}, UE 5= 6 vhEle Hd £ S.E. ol #H 2FUE t-H18S T3 AYF-A
g dlza3e] BlmA p<0.01 .
=9

EH]

1.6 -
=14 -
o
o
12 A
o
1] -
E 1.0
40 0.8
=
L 0.6 -
<04 4 7
o
0.2 A
0.0 ‘
A4 MCT 10 30 2000
p.o p.o. 3lat2 HEI A EE

ug/kg, p.o. ng/kg, s.c.

_23_



	문서
	서지사항
	요 약
	대 표 도
	특허청구의 범위
	명 세 서
	기 술 분 야
	배 경 기 술
	발명의 상세한 설명
	실 시 예
	도면의 간단한 설명

	도면
	도면1




문서
서지사항 1
요 약 1
대 표 도 1
특허청구의 범위 2
명 세 서 4
 기 술 분 야 4
 배 경 기 술 4
 발명의 상세한 설명 8
 실 시 예 20
 도면의 간단한 설명 22
도면 23
 도면1 23
