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A Comparative Study of Sepiae Os, Arcae Concha, Ostreae Concha and
Esomeprazole in a Mouse Model of Reflux Esophagitis

Chang-Hun Song, Tae-Hyun Baek

Dept. of Internal Medicine, College of Korean Medicine, Sangji University

Objectives: This aim of this study is to compare the reflux esophagitis improvement effects of Sepiae Os, Arcae Concha,
Ostreae Concha, and Proton Pump Inhibitor(esomeprazole) through rat experiments.

Methods: NO production inhibitory effect was measured by NO production amount and iNOS mRNA expression level
in cell lines. iNOS, TNF-e¢ and p-I«B, and serotonin were compared using immunohistochemistry at the rat reflux
esophagitis. Reflux esophagitis connection external form, lower esophageal sphincter, and gap were observed and
an esophageal inflammatory indicator, IL-6 activity was also evaluated by immunohistochemistry.

Results: NO production and iNOS mRNA expression was showed concentration dependent decrease in cell lines treated
with Sepiae OS, Arcae Concha, and Ostreae Concha at the experiments of cell lines. In the suppression of iNOS and
p-1«B at the rat reflux esophagitis, Sepiae Os treat group(SOT) and Ostreae Concha treat group(OCT) were more effective.
In the increase of serotonin at the rat reflux esophagitis, ACT, MT and OCT were more effective. Damage of lower
esophageal sphincter, and gap between esophageal keratin and mucosa were observed less at the SOT, ACT, OCT.
In the suppression of IL-6 at the rat reflux esophagitis, SOT and OCT were more effective than GE and, SOT was
more effective than MT significantly.

Conclusions: The anti-inflammatory effect was the best in the SOT and lower esophageal sphincter muscle contraction
was the best in the ACT at the rat reflux esophagitis. Sepiae OS was more effective than esomeprazole in the suppression
of iNOS, TNF-e, and IL-6.

Key Words : Sepiae Os, Arcae Concha, Ostreae Concha, esomeprazole, reflux esophagitis
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20009t & 3.5%°A 20008 & 8.5%% S7}5
AL, 20139E0l= WA AALIA 7.6%9] A7t
A5A Argoz AdEA?.

A dFAZe] A2 tRRIFJoE YiE IF
7F AUAA GAY, AE9) Havso] Askd A, o
T YA AT S7HE B A AU vz
T7F 37KeE A9l WAt HAlAH 94T R0
g & qlon, sHRAE 29I} AE Hege e
84Eo0] F YRlojp,

TH AgHoRs PR BE IAA, s|AER] &
A AA, A, s S, & 24 59 &
=84 9 o7by &84 50| e, AR T+ A
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AT AEEL oA R: AR, W, “He
W, Q] EEEelA UEhE 349 SR
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9] E S8k, K AR Aol REE(E
) AETE BEEhwRSle] 2o, T HIREERO]
o] $hiicta QIgh Aglof Fost AzavE Hof?
A7 A= S8t ik

Wb AR il (Sepiae Os), HAAF (Arcae
Concha), ##E (Ostreae Concha)? 9% a1=
FEsk7] 95k AlEF A¥og Nitric Oxide (NO)
A 4% T4 INOS mRNA 3zRe 2743}
R, Fogt B3t U9k olof IR Ao thgt
A& BIE oA 974 Axd A5 HEE old
slo] tiEZ PR HE AAI9] esomeprazole” Tt
Z7Y0] RS Hlwste] YA AAFE 9] iNOS,
TNF-a, p-1«B, serotonin, 245F4 QEFH, [L-6
£ TEoloi.
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1. 48 M2
1) MEZQH ME

Aol ARR3E HEQA0] RAW 264.7 cell> KCLB
(Korean Cell Line Bank)olA 5ict A= 3

7C, 5% CO2incubator(Sanyo,Japan)olk] 10% Fetal
Bovine Serum (Sigma, USA)7} %% Dulbecco’s
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iz (Culd), 978 A= 4 (GED,
esomeprazole £ & A fE (MT
o), WG Fo & R4 A=Y T (SOTD),
T 59 & 974 Ay {87 (ACTS), Hil
Fo] & R4 Axd fFEF (OCTH) °& W9l
om, 7} $of Z+ 1094 wisilet. A8 52t
Aol (fat, 60%; carbohydrate, 20%;
protein, 20%; DIO DIET, USA)E A A5t
ot £ AP =S IACUC 591 Hhot A]
FP31A2 (IACUC number: 2015-005), A 5=
9] Fejet ARl tisiAl= NIH 7ol=eiRlo] wsitt.

3) A

Aol ARSE Wl Hiie ASACKE, =)
oA FASHALL, EMF= AT AAAIANAE, T
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5%t 200 mg/kg® T} ShoiTt. Rl gt
) 29FE91 esomeprazole YAIRA 40mg(3H= of
AEZAYPPE DS AAstr 974 Axd 7
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HiJo] A & Smg/ml 2] 3-[4,5-dimethylthiazol-
2-yll-2,5-diphenyl tetrazolium bromide A|2F& 27}
Slof 4ARE A vifshY, A5 Al S DMSOE 37151
formazans JA7]2L microplate readerS o}&35}o]
540 mel =S Sl A AEE B v
Alog Aksigct.

APEEE (%) (A2 s / FARRS] 89 x 100

NZAZE 7t 23 0.1~3 mg/ml SEoA= A=
9] T Aot glo] Aes== Aol

1) MZZZ 0838t NO(Nitric Oxide) M4 ==

TRIGME AR, HIEZ NOY Adsoll viRl= 3
B2 wfjofol Y9 nitrite §%E5 griess Y-S o]&
sto] Ssi3let. & AlES 2.5% 10°/mlE 24 well
plate °of £551 NZE F2A7]2, 100 ng/ml<]
LPSe} o) F28& 5=H0.5, 1, 2, 3 ng/u)=E 3
7¥iA 24A1E Bkt tiRte 2= FAZE o
FERAE ARESISlT Hido] gEH T AT 5T
9 griess A|2K10 mg/m{ & sulfanilamide+1mg/m(<]
naphtylendiamine dihydrochloride, 1:1)& ¥4
oA 1087t 9kgA7]1, 540 nmod SBEE 23
Stoich AlE vl W NO9| 5%+ sodium nitrite
9] s EFIAMT} Blwste] ARESIT

@ RT-PCR

¥Z849 induce NO synthase (iINOS)
mRNA I&o] vjAle JFE AR s At
Al FAA FEAS B A6k & AlEs
2.5% 10°/mlZ 6 well plate o EF3lo] AZE
B22)712, 100 ng/mlQ] LPSS} OF 558 5%
H (0.5, 1, 2, 3 mg/m)E 7FahA 24A17F vieFstal
o dixoss FAYE wFRAS ARESIlth |
o] &wH T 35 M= trizol AR 1 nl
7Fk, 200 W S22 XE(Chloroform)s A7}s}o]
348t AIFHTE 12000 rpm 108710 fAE ]I
< &9l £ NE= A5 2 I5siith 5%
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(neutral buffered formalin : NBF)OoZ AAH
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e HFD feeding > | Starvation
¢ - ® » Sacrifice &
ic ligati Tissue
NG " 1' " " "' " ‘.' ‘.' " t ' ' Gastric ligation orocess
7 weeks Male Vesicle Oral
Balb/c mouse Administration
->Adaptation SO, AC, OC for 14days
for 2 weeks
Esomerprazole r—

Fig. 1. Experimental design and reflux esophagitis animal model
Abbreviation. HFD, high fat diet; SO, Sepiae Os; AC, Arcae Concha; OC, Ostreae Concha.
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292 £ 23 H7IE Y3) serotonin 52 HY
2RSS Fof  WEHSIHE GE REAS
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21 12} A goat anti-iNOS (1:250, Santa
Cruz Biotec, USA), goat anti-TNF-e (1:200,
Santa Cruz Biotec), goat anti-p-IxB (1:500,
Santa Cruz Biotec) 181l goat anti-serotonin
(1:100, Sigma)°ll 4 € humidified chamberoilA]
T2 B RBREAIFHTE ol 22k ARl
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Santa Cruz Biotec)ol] A204 2447k &<t ¥hs

31993, ©JojAl avidin biotin complex kit
(Vector Lab, USAYE ©]-85t0] 147 <t A200A4
HRSAIFASE 0.05% 3,3 -diaminobenzidine®}
0.01% HCle] =3 0.05 M tris-HCl &589H
(pH 7.4)°14 TAAZl & hematoxylin®& Tix
A5t

® S
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oA Aoz AHE FAE x400HEolA EFet o
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3l 8 (@<.057% Ak Bonferroni
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=]
L

Mgz

4 o

1. MZ=WH NO

1) #mgh=akol NO
=4 AKX

LPS AH2® RAW 264.7 AZoJA NO L

99% (14.61+£0.16 uM/2.5%x10° cell9)z Z7F3t

o =8 g
MM

44 AH 2 INOS mRNA

http://dx.doi.org/10.13048/jkm.18018 95



(199) Journal of Korean Medicine 2018;39(2)

juy

dhE, i H2]E RAW 264.7 AEZoAE oA
e BE-OEH A4S Bl W 0.5 mg/ul
A2 Al 14%, 1.0 mg/m A= Al 22, 2.0 mg/mf A
A 40% 213 3.0 g/ M) Al 47%7F ZAstoint
(Fig. 2). E3t LPS A=l Jgt RAW 264.7 Alao]
A9] iINOS mRNA T&2 Z7lolol=d], Wt A
g & sE-9EHog Wo] PAEYE &, LPS
A=A H@ERE INOS mRNA #awl| vl 0.5 ng
/e~ 8.5%, 1.0 mg/mlolA 20.0%, 2.0 mg/m{olIAl
53.5%, 3.0 mg/molA 91.9%7F A3t (Fig. 2).

150 20.
F 18
100 5
s 2
8 10
! i
L. b
3 5
(-]
SOmgmL) 0 01 05 1 2 3 SD{mle o 0 085 1 2 3
LPS(100ngml) = + =+ + <+ »
A, Cell viability B. NO assay
= 100
£
os g
2 60
®
3
|
LPS[{00ngiml) = o o - E 20
SO (mgimL) 0 0 05 | 2 3
L?S(mongfml) + + o+ +

C.iNOS mRNA expression somy/m) ¢ 05 1 2

Fig. 2. Inhibition of NO production and iNOS mRNA
expression by Sepiae Os (SO)

2) FAET2l NO A ol 2 INOS mRNA 254 x|

LPS A2E RAW 264.7 AlZolA NO AL
101%2 S71t ¥, HAET Ae)E RAW 264.7 Al
EQAE | Q= Br-9Ed A4S HYth B
57 0.5 mg/ml A2] A 15, 1.0 mg/md A Al 27%,
2.0 mg/ml AT Al 48% 121 3.0 mg/ml HT] Al
55%7F Aottt (Fig. 3). E3F LPS A= 2%t
RAW 264.7 AlZoA9] iNOS mRNA &S 57}
Staedl, IiEF AHE & sx-oEdom Wdo] 3
AEQiE &, LPS A= A] HAEE iNOS mRNA
wAFo] Hg) 0.5 mg/molA 6.8%, 1.0 mg/mlolA]
22.8%, 2.0 mg/moIA 63.9%, 3.0 mg/milA 93.1%
7} Aasiltt (Fig. 3).
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a ]
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g™
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oS =
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GAPDH 2 w0
m £
LPS(100ngmt) —= * <+ + + + E 20
A o 005 1 2 3 =
AC (mgimL)
-
LPSuOanImL) + + +

C. iINOS mRNA expression ACmg/mt) 0 05 1 2

Fig. 3. Inhibition of NO production and iNOS mRNA
expression by Arcae Concha (AC)

3) #HE2| NO A 2| 2 INOS mRNA &ad x|

LPS HZ® RAW 264.7 AlZoA NO AL
99%E 73t WA, Hil A2 RAW 264.7 AlX
oNME A4 Ux FE-o2H A4S HATh Hil
0.5 mg/ml A2 Al 11%, 1.0 mg/md A= Al 27%,
2.0 mg/ml AT Al 48% 121 3.0 mg/ml HT] Al
55%7} 45kt (Fig. 4). E3SF LPS A=o] 9Jgt
RAW 264.7 AlZoA9] iNOS mRNA &de 57}
St il A2 & sr-oEH o WHo| A

At F, LPS A= A] FHEE iNOS mRNA %
gl ®Is] 0.5 mg/mllA 10.7%, 1.0 mg/mloilA
20.2%, 2.0 mg/molA 72.2%, 3.0 mg/miolA 86.0%
7} Aaseltt (Fig. 4).
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Fig. 4. Inhibition of NO production and iNOS mRNA
expression by Ostrea Concha (OC)
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3= Z20M NO

BEL ojghe FEShs NO Ao dolske
iNOSSY] GEJUW A4 H3le 2kl Y "Yg%Z
Q}OPH” A5 GEROllAE =2 INOS &t

Fom, FEA At tizto] Hsf Fguts
°] 919% 71t A2 ZAHI. ArdE FoiL
o= GEol s % Fg& Hledl, SOT#
(88%), OCT (81%), ACT (76%) 1=i MT#
(67%) +=o0= A=) (Fig. 5).

d A mdolA sEx, 954,

229} Esomeprazole®] X|Z& 7] theh Hlal A (200)

reflux esophagitis elicitation; Bar size, 200um;
arrow, INOS positive reaction; LES, lower
esophageal sphincter; ES, esophagus; LP,
lamina propria.

2) TNF-a &4 x|

HEF cytokine®l TNF-¢ 4 HIE FAkH]
Al HgxAglels AASI GEZNE &&
TNF-¢ FHHke2 Hlow, dAws 23 dixst
o Hls) FHrso] 5253% S7IeE AoE SE9)
‘:}. A5oRE Fo oAM= GEToll s @ F/dut

=tl, SOTZ (92%), ACT+ (86%), OCT
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GEJ. GES
> R ) - (-
5 GE * R X
E Eso
% ¥ e ~ LEs
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A. iINOS Immunchistochemistry

iNOS Image
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o
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- n w 'y
k=] i=3 =3 b=
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< < < <

B. iNOS Image analysis

Fig. 5. The iNOS positive reaction in gastroesophageal
junction (GEJ) with reflux esophagitis
Abbreviation. Ctrl, no reflux esophagitis elicited
group; GE, reflux esophagitis elicited group;
MT, medicine as esomeprazole treat group
before reflux esophagitis elicitation; SOT,
Sepiae Os (SO) treat group before reflux
esophagitis elicitation; ACT, Arcae Concha (AC)
treat group before reflux esophagitis elicitation;
OCT, Ostreae Concha (OC) treat group before

(Fig. 6).
Ctrl GE MT
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A. TNF-a Immunohistochemistry
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B. TNF-a Image analysis

Fig. 6. The TNF-a positive reaction in gastroesophageal
junction (GEJ) with reflux esophagitis

3) p-IkB &4 Ax|

AHZ cytokine$l NF-xkB &4 tﬂili ZAH
98l p-1kBE 0|83 HARAIISHS AAJsIGIT)
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B. p-1kB Image analysis

Fig. 7. The p-IkB positive reaction in gastroesophageal
junction (GEJ) with reflux esophagitis
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AE A el %91 a@i‘% AABIAL}. GE
29 HYoo,
RN A tfxto] Hlg| OJ"JH O] 244% —7}0}
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O

HEd, ACT:L (472%), MT{L (303%), OCT—E

(296%) 181 SOT# (207%) +°& Z7}=ich
(Fig. 8).
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A. Serotonin Immunohistochemistry
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B. Serotonin Image analysis

Fig. 8. The Serotonin positive reaction in gastroesophageal
junction (GEJ) with reflux esophagitis

3= Z20M GEJ

It BEEQI FERolFoAs ALY Ao
UL} GEwtol| HIs HAEQITE SOTHo] 71 ¢4s}
H Aos UG (Fig. 9.).

GE+9] GEJoA sHF-AT 29 UR7F fAE
AN, Al Huko] AT (apical surface)olA A=
243} A RAR] o] &40l WE AlEA] 7=
o ZRIF|tt. A7E Fof FofA= o]=gt &/4do]
A9t (Fig. 9).
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& Egled, SOTZ (69%), OCT (58%), ACT<
(46%) T1EaL MTS- (36%) =02 A4Sl (Fig. 10).

External Morphology
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sot

A. External Morphology (x4)

P/T Histochemistry

B. P/T Histochemistry

Fig. 9. The improvement effect of hemorrhagic erosion
in GEJ by SO, AC, OC and Esomeprazole (a
photo x4; b photo bar size 200um)
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Fig. 10. The IL-6 positive reaction in gastroesophageal
junction (GEJ) with reflux esophagitis
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AelA 2852 & H2-receptorblockerEtt &37}
S<oto], QA ARARe] ARl AEAR AR
3 et

#2] PPIAIAIQI omeprazoled YRIE FFEsio]
BE ABAEN QefARE AME] gk, Fofte
HZATE 22 2 1EsF Iof?. Omeprazole?
& oldEAIRl esomeprazole ZH71HE FYst
A%, omeprazoleo] H|S| FEA4S ZRgo| H|LH

(

(O 30 2

[o
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Aom tiAt IFgo] A 3 AkEH] BIPL Hok
2 A& A, 1A esomeprazole T 7}
7 wo| ARgSH= di#24] PPIAAloIHY, 13y A4
AoME BE A R0 SALR] g Z4Jo] R4
&= PPl £84< &9] Aok ok &F 10~40%
9] BEL PPI Agd 34 ¥ HAY. ®
o iR P gRASke vy dstolEg 7|7t
FA 84o] 7H: Z8sh Agg FACIYE o <o
S0%7IA] SA4Yo] At & WIAEAESS
otal, eI B129}F A9 &5 AsjAl7|a, 4t
239 YIS Z7F A, JHER g2 bk
A gHo] Y3 Algoltt.

SostR o R AR Amde A, HEE K, 1=
fg, Hme] ol &3tct AU FFEAHI, FaREH,
BREY 522 s 4 S, 247 &SR, &
L MGk, RS YRS A8 Y2o= it
E A7) HRolls WHRME(SEE) EiET HiES
BEfENkSto] 2ot ARy Axg 23 Aol wst
o urgH S golsky e 7 B 3§ 579
A7l v 5o gk £ol & elast 9
Aedut B35 §79E omeprazoledt H|WoI(Y, &+
5V PEELEC] HEESS 28T AR 24
% 9 RIEEHAA 0] &3} 82 Sk

52 Kt B95EE0] 1 572 4t B
ZEo|, o] 5V L B FEE0] IR 4x
of It SIS 77 BTkl
TR MR THeAole] WS AXSH A
o7 80~85%2 ©AFwS Saot™, Wdikii,
Fech - AolAPE AN Uehd= B, 2
ik, AYEES AEsH"7, HEHEA At T
Aol FEeF?. WRE AFEE o] 5] 9
ol izt &aFE Harsioich

HtE e 1, Al o2 egs AxRe A
oF eIl QAEdES THROIH, RERR, T
fupsRtct. st StthE A Esh, B 4l
£2 Eoty Efsh A of Hilsks 349 A=
of FART, K, NS I Zob E8]. kith
Foll gt = AdHE= oF gich

¢

02 N N rd

=
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I

Higs 2o BEe 7AXS Jog, 452 =t
Zhgolll, Tt F719E daokal Qloh FER,
WERESICE HEZREo] Qo Stz Iet A%
off fkffste] ot AFaIA} Ut Z4F HigHI=
ol BRE 127 sla A5she 28-S P
o] WEE A= 7 B, 8 50| 4 i
Bk —Bigoll HiEE 7hole] dAY Bl A S
e Eusigy, 9 5L MR
conchioling F&ol JIFTHIE HIoH3oH,
o] 5L kS fiet Aol AEHA T s2R
= 24ske 3t e Ha St

oo} Zo| yIGME, AT, T I9RAG A=A
T35/ ROl THdete] Qo Extehal, o
o oFAjol| tfgt BIFE Bl
A7 A=Y F8 Qo] He sHAE YU 9
ol gt S o a3E Hlwgt =REE $iolch

A7 Age W7 oot Aol o3t o
3} olo] WE SHEAIE QIS o|F TS}t FEoF
slojEg AFZaA(pro-inflammatory cytokine)

9} HARIAHtranscription factor), arachidonic

1

Ol

rR
oy
=
T
M
rlo
)

)
i)
i

acid metabolites, reactive oxygen and
nitrogen species (RONS) 53 22 @388 =4
< B39t AEHo] B2 o] JFHI b, wet
A AR= v (Sepiae Os), H#EF (Arcae
Concha), ## (Ostreae Concha)? 35 Y3}
7] SIet HZF ARS Aldsto], B ol 5
ofsiol Fofsk= NO AHIFY AAS 849 A
ARIZRRD iINOS mRNA T&ZE EHs1AF.

e T 2 M T AlEs AdoA NO
AT iNOS mRNA L] 74 3.0ng/ml ©f
A 71 Wo| Tasks % o TAE HYoH,
2.0mg/md, 1.0mg/mf, 0.5mg/ml <=t LPS A=l
71208 BT 2.0mg/ml oMol Rt A4 &t
£ H3lth

olo] A= AT A AR EEZ o83t
A= HIRHGENDH NO A8xd B Sl
iNOSE, iNOS ¥dy} #d AFTaho =44
7} 9l TNF-e¢ & p-1kBE HIXASHS &



R4 Ase A7 oA R 95,

3 ZAsIct. IRA Aeg AR ZdoA AF Y
vl GREE AZe B9t 94 52 Ao HY
Z84 TNF-¢ A4S G=3P. iINOSE HIEsgt

FZ849 WAL nuclear factor interleukin-6,
fos/jun (AP-1), CCAAT/enhancer-binding
protein (C/EBP) 183 nuclear factor-kappa B
(NF-¢B) 53 22 AR oJsf) 24 Hb?. &
5] NF-¢B&= 954 & A%oA ARBIAEH A 9
ot g5 Aoty BEE fARke wae AR,
NF-xB= Al5la AEH A7} S715PH kB kinaseZ
A KK (KKe, B)E E43HAA 1kB proteing
QUARSIAIIE. o] off Ql4keHE 1B
protein ubiquitination ¥|°] 26S proteasomoll
oaiA Eajew (degradation), AlEHo| ZAfh=
NF-¢B= EZ43H 42 do& So7} target
F-4A19] NF-«B binding site (consensus sequence:
5'-GGGpuNNPyPyCC-3")ol Zdlsl FSTAHH
A9 HES fEsi}’d). FHtol:=
tricuspidata35), Cyrerusrotundus36), Meliaazeda

serine residueZ

Cudrania

rach37),Lonicerajaponica38),Scrophularianing
poensis39) 59 A NF-4kB XEAE 2o
= B2 A4 Ay Folot

iNOS A Y TNF-a A= WiiEt, Hhict,
B#ETE, esomeprazoled €42 55191, Y’i:,dt]vr
It Hifso] IR A= fdtel Hls) S5
A AYE HYoH, Wik esomeprazolev_f
Ho} A a3t S5tk

p-1kB A= ML, esomeprazolest, i,
i <412 <019, el esomeprazole

o] gixo] Hlg] g A &g HooH, i
WS PR R oA Bt 9451t

AT A= f= AT ZdojA ”EO}H}—OJT__L
5 24 Y o 3EE 50 Hojol= 4l
EZ9l serotonin & WYRZAFIES 55 L]r?—-l'
skt cellsolAl  EHlEl=
Serotonin (5-hydroxytryptamine; 5-HT)< &
AZAAC] 583 AFAGEHolH, ittt <9

3 Za"tH?. 5-HT9] 4= cyclooxygenase

enterochromaffin

229} Esomeprazole®] X|ZE 7] theh Hlal AT (204)

pathway©l 23t prostaglandin (PG) synthesis&
OFSIA|A AW 7| SA 51 2fsicH), T3 5-HT
£ LESY] 57|40l Hojsh=t], JF74Y A=A
5-HTol| 9Jet LES9] 580] aghttal Bal=|9l0
o, & AgolA AR A oA 5-HTY
a7t GEJFHFoA BaEo] LESY| +5¢ A7t
dojt Zog AlmHTF?,

Serotonin S7F= HA# L, esomeprazoelit,
Hifizol 474 A= FE<ol HIsH serotonin®]
aHo g F7IGE, M-S W 2ot o
45t

AT AFR B} 28-S Aslr] st R
FHE T siet, 974 Axd FdeolMe A
o S84 F BEEAL, o RO K= A
£9] 2jo]7} 9lon} AljE oz HA TE|on, of
T IR &4do] 7HE ATt 3t AvFEE ol
B3 HoA = g7 A e e o4
FojlA] SHEAIE Q0] ARIE FAEL, A=
2ro] HekolA A ZPEy} HupAlEAfo] o]5 &4
of W AEAfo] ZhFo] FRIE It A FoFE Foit

oA olzfdt &4l Ak Ak Hue] Aol
255 JUARTE FEAAS HolHE fAE AR
gt dAofrs diFE A AYAE Ale] 7HAo]
S AR BT, E3 ol A& Huko] 27

42 ZHee 7)%0] BT,

-6 932 Sk Haaes Agus Az
£ 9% $9l2 BoiSA sk 934 AlErlelos
9F W A YOI BN FAAGEA AEE
e,

AT Huhyo] &F AEQ [L-6 EAE AR
=, 9548 Axd fEFoME 7 =2 116 &
AHES-S B0, esomeprazoled, FAEF il

oL

Z, WHEE €02 PSS e 974 4=
o el ulol W, HEEEO] SO &%

o, #HEELS esomeprazoled Rt FJst &
e Bt

opFel A= WK FAET, thili= 919 fEhe
B gEn 2% uE AAY 4Ry A= o
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oF AWAQ] esomeprazole ¥ H|WSI{E © <
3 aRE Ytk 0] Sk e 94
Ao 270 Slof, @A S=3 FEME PPIA]
A ok 943 tiAAl AP fiste] ohekdt HhHe
2 APEL . B W T, 5
FAZALT} sl AL 2UT A3RRREo] Z7HA¢0l
AFE 53l PPIAIA| Hof <3t S 7ido] 7+
58 7oz Helth

ER=

I (Sepiae Os), H#FT (Arcae Concha),
Hi# (Ostreae Concha)’t IFA A=go] wjxj=
RIS YopH 1A}, AlZF A AlFYsH, 919 9
g GEE 2E f0E AR Ay A 1
4 ol8sto] AT AZAFE U9l iNOS, TNF-e,
p-1«B, serotonin, ZAe}4 QJ5gH [L-65 ¥
sttt 249l S esomeprazole¥t H| WS}
ofgfje} 22 AES At

1. AlEZsY NO A4 9A 28 adk= Wik,
FRE =, oA NO  AJAd=t  iNOS
mRNA H&F9] Zae 3.0mg/nl oA 7F &
o] ZAAdh= vk oA AAE HH LPS A
gt 7|E0F WL, R T, T 5
EE 2.0mg/nd oVgolA felgt & Bl

2. iNOS 234 A adl= wplintat, Hilst, i
F+, esomeprazolewt 0|t} WML}
Higao] AR A fdel Hs) fo4
W= eml = Helom, L e
esomeprazole? HohE o5t gviE HYrh

3. TNF-a A4 A 3= Wl Fis -, 4t
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.pIkBY A A

$ETL, esomeprazolew <=°|tt. Vil B
frol 9748 A= el vl feld 2
= §9E HYoH @S esomeprazole
o HoiE ot 8IkE Bl

B TG
esomeprazolewt, HMET, FHE T <°lct. 1
e} esomeprazoledo| 954 A=Y &
H5to] vls fold Q= AAE HoH, ik
WS BT Eote fo%t aE Btk

. Serotonin YT Hffi <, esomeprazole

2., fHizo] dRA A5 fukzo] s 99
A Qe wTE HAOH, HTES W
BrE ot ATE Hel,

SRR 292 £ 4% 29 0 Hu

FApo] o] S £Afof wE A|EAfo] 7HEo] R
Wt FAE T, HETL esomeprazoleold
=4 A R A EE QI

o IL-6 FINRSZ WAL, T, RAB T

esomeprazolew 02 A UERiT) Ik,
Hiislo] 9544 Axd fEwol Bls fo4
e BIE HYoH, it esomeprazole
o B fofgt aiE Holr

ole] AxtE Wik, [T, tifi= 919 SRk

3} gEY A%z qus A0 984 A o
S SIS AR e e olsh, 9ES Ut
-

o gul
AZ1L, SRR S AEshe a3t Sl AL

= WU W, T, Hiie 34 79
A PPIAAIE dhAlste] I% AR7A A=9e

10 >

Aze] 38T & U Az 7.
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