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Effect of the Concurrent Administration of Banhasasim-tang
with Cimetidine on Gastric Ulcer in Rats

Kwang Gyu Lee, Xun Cui', Jong Pil Lim™

College of Oriental Medicine, 1: Department of Oriental Pharmacy, Woosuk University

Banhasasim-tang(4: 5 ¥-0:i%), oriental medicine, has been used for the treatment of the gastric diseases and
cimetidine, H2-receptor blocker, has been also used as the gastric ulcer remedy but has some side action. Therefore
the concurrent administration of these two drugs may increase antiulcer activities and also decrease cimetidine’s side
action more than administrating one by one. In order to investigate antiulcer activities, some experiments were
conducted. The concurrent administration of Banhasasim-tang extract(BS) and cimetidine(CM) given intraperitoneally
(CM 50mg/kg + BS 300mg/kg and CM 50mg/kg + BS 500 mg/kg), significantly inhibited Shay, aspirin and indomethacin

ulcers in rats.
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Table 1. Prescription of Banhasasim-tang.

BIE 3 £ HEQ
+8 Pinelliae Tuber 40
5 Scutellariae Radix 30
5E Zingiberis Rhizoma 20
A Ginseng Radix 30
HE Glycyrrhizae Radix 30
KB Zizyphi Fructus 30
& Coptidis Rhizoma 1.0
e 190

2. HH9] A

71X 408 EY 7602 MBSIA E2 3A1Y 33 7}
ZFECH g RIEHETE AYAZT0IM HEG] F£&
18g (58 15.6%)€ Yol 2 dgol Q3 sLE 34s}
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FHEQIMA T LolA] Beple A F 140-160g ¢ Sprague-
DawleyZl ratg AHg 7Hglol AlE3I¥on AlES 52 &%
gl ZEclaA 25U AEd 8ol AZAI & 2 gt}
104 10222 vhro] AFSIICE

4. Ao
Cimetidine, aspirin, indomethacin® Sigma®£& A}28}
R 7L AUES EF o149 Aok AKESISITE

5. Shay Aol 3k AH™
RatE 48417} 5¢F B0t A5 HARIZIE  ethern}F 8}
o] EEg E5lH saline 1mlE {Jo] X0 TSt & {FER
E Zashl E/EE B35kt &6 ratol] 242 ZAE okE

€ 05ml/100g¥ =z FALSH & 1247 E0F "4 7] £ 715
3l A8 AZ)1 9 WBES 3000rpmoilA] 2027} A2}
% Qolo] pHi= phenolphthaleing X|AJQFOZ Flod 0.02N

NaOHE A1E3lo] HEsINch T8 HEF AE huki(great
curvature) £ Wt E7h5kd AYAS W AYIL%E 2HIA
ok HYASE A B9 Yol sl THaI} Zo] F3Ict

Table 2. Calculation of ulcer index by the area of rat's stomach
ulceration.

Area of stomach ulceration(md)
None
1-3
49
10-25
2675
75 ¢

Ulcer index

(S S "]

6. AspirinFl¢tol| the g™

24X 7H5¢ BT E50FA ZAAIY ratE ethert 610
NEdld /FEE 2RI & B3 ratd]] 24 AR UdES
0.5ml/100g? 5z FABIRSH 0EF 1% CMC Hofl A
Al7] aspirin 200mg/kgE FTFFABIUCE 7AIF & cervical

o fHRRE7E BF S AAY IXE B

dislocation2}H O F ratg RAI7] & ZER A& HE3H
Shay#I2k0l A2Q 22 WHOZ Q) AUAS L AUy
%E APk

7. IndomethacinF ol th3h £+

UAIZFEQH BU BFSEA BAAR] rat® Uz xAE
OFEE 05ml/100g¥ HZu FARSICE 302% indomethacin
€ 20mg/kgo] HTF 40| tween8lE EETF 1% CMCHo
SHELS DISHRAIBIRCY TAIME rat§ R|AWIF) L, ShayHed
o] 2ot Z2 SHoE I+ W AYFURE FoRIiC

8. BASH 24
HE 4dgike BAdTHAERARE VERICSH, AREME
Student’s t-testE 183K p<0.05 S=FolA] FALE AFHBINCL

2 3

L. Shay#ioll thot SALEH

ShayH2oliA] QISIAMIEY FSEE(BS)H cimetidine(CM)2]
HEEA7} ALYl nxlE FES control(saline FHT),
BS 100 W 300mg/kg FoizrolA] R5F 100%S 7o) Futs
Kct. M3 BSS] HEFATY FRE HW CM 50 + BS
100mg/kg FATolAE 70%2 AHYo] FLUHA2LL, CM 50
+ BS 300mg/kg S Z0IAE 60%9) YHYo] S2F o] p<0.05
9 F94 Ye FAY EUNE HoFYSH, CM 50 + BS
500mg/kg FoiTolAlE 40%S AP0l FekElo] p<0.01Y F
9N U FAY ANE BT EF H4lIA|Q] pHE control
F2 1.60, BS 100mg/kgol A 5 1.60011 O}, BS 500mg/kgoll Al
e 1758 RAYUA S7F=EAUTHp<0.05). I BS 500mg/kg &
Aol Al 1.87, CM 50mg/kg T o A1=1.83, CM 100mg/
kg Fo{FolAE 2082 2F FAYUA E7H=EAckp<0.01). ¥
BEN9 A= CM 50 + BS 100mg/kg FolTolAl= 191,
CM 50 + BS 300mg/kg EoiTolil: 201, CM 50 + BS
500mg/kg o FolAlE 213, CM 100 + BS 100mg/kg FoiF
olAle 2118 25 {94UA(p<0.01) S71=AckTable 3).

Table 3. Effects of Cimetidien, Extract of Banhasasim-tang and their
combinations on Shay's Ulcers in rats.

Drug % of ulcers Ulcer Index pH

Control{saline) 100 29+032 160+0.14
BS 100 100 3102 160026

BS 300 100 2.7x017 1752025

BS 500 80 201040 187+023

CM 50 70 19£0.13 183011

CM 50 + BS 100 70 1.8+£0.09 191026
CM 50 + BS 300 60 1602 201£021*
CM 50 + BS 500 40 12+038" 213+03™
CM 100 40 12+022* 208+022*

CM 100 + BS 100 0 11+026™ 211027

Drugs were given to the rats intraperitoneally after 48 hours fasting and 12 hours
ligation, Unit: mg/kg. Values are expressed as a mean+SE. of ten rats. BS:
Water extract of Banhasasim-tang. CM: Cimetidine, Significantly different from

control : *p<0.05, p<0.01.
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2. Aspirino]l tigt S g
Control%, BS 100 & 300mg/kg FoatollA] 25 100%9)
HYo] KLY L} BS 500mg/kg FoITolA1E= 80%S 21
ol FUEIACE 22T CM 50 B 100mg/kgdl FoiTollrl=
7}7) 80 & 40%9) AHYo] FUSALH XY H R0l {E
Ml AGARENE BACHp<0.05). CMI} BSY) HEZ 9]
Q= CM 50+BS 100mg/kgollA] 70%2] YAL0] FUEIAUL,
CM 50+BS 300mg/kgolAlE 60%2 AAYGo] SFLUHAE=H o]
42 FI9HUE AAY AHMEHRE BHUTHP<005). £ CM
50+BS 500mg/kg FATolAE 50%, CM 100+BS100mg/kg %
o FolAE 30%9] YAYo] FekEo] B2F [FAYUE AYY
HETHE LERITHP<0.01). Y419] pHE CM3} BSS HEFA
9 A% EF FUEUE 45S LEkTHTable 4).

Table 4. Effects of Cimetidine, Extract of Banhasasim-tang and their
combinations on Aspirin-induced Ulcers in pylorus-ligated rats.

Drug % of ulcers Ulcer Index pH

Control(saline) 100 30+025 154030
BS 100 100 291+026 150+0.34

BS 300 100 25022 178026

BS 500 80 20+033 1.90£0.17

CM 50 50 19026 188+0.22

CM 50 + BS 100 70 1.7+0.26 1.90+0.25*
CM 50 + BS 300 60 15+026* 200+033
CM 50 + BS 500 50 10+0.32"™ 210+0.14™
CM 100 40 10£026™ 209+£030"

CM 100 + BS 100 30 09+0.12* 210025

Drugs were gven to the rats intrapertoneally before aspinn{200mg/kg) was given
io the rats orally. Un:t: mg/kg. Values are expressed as a mean+SE. of ten rats.
BS: Water extract of Banhasasim-tang. CM: C:melidine. Significantly different from
control : *p¢0.05, ~p<0.0".

Table 5. Effects of Cimetidine, Extract of Banhasasim-tang and their
combinations on Indomethacin-induced Ulcers in rats.

Drug % of uicers Ulcer Index pH

Control(salire) 100 23+034 1514012
BS 100 100 241013 149030

BS 300 100 20£023 1712025

BS 500 80 171022 1.89+0.11

CM 50 50 16027 1884022

CM 50 + BS 100 70 13+027 1.91+£021*
CM 50 + BS 300 60 10010 202+£023
CM 50 + BS 500 50 06+026™ 208+021™
CM 163 40 08+025" 209+0.30"

CM 100 + BS 100 30 0.7+£0.14™ 211+020"

Drugs were gven 1o ihe rals intrapentoneally after fasting for 24 hours before
ndomethacin(20mg/kg) was given to the rats(sc). Unmit mg/kg. Values are
expressed as a mean=SE. of ten rats. BS: Waler extract of Banhasasim-tang.
CM: C metdine. Sgnfcantly different from control = *p<0.05, *p<0.01.

3. Indomethacinol] tgt HHQE T

Control* & BS 100mg/kg FHFol4l B5 100%2) 217
ojo] SRIEP L) BS 300, 500mg/kg M CM 50mg/kg FoliF
ol Al 22t 90, 80 W 90%9] Aol KA 12l CM
100mg/kgdl FoFollAe 50%2 YA Fe=ol FIHU
= AYYR G THE BATHp<0.05). CM3Y BSS| HEF09] 42
L CM 50 + BS 100mg/kgollA} 60%<) S17gko] b=,
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CM 50 + BS 300mg/kgollA1E 40%2) Ao SuiElo] K94
Je dHY JANEHRE HAJohp<005). = CM 50 + BS
500mg/kg Fof FollA1E= 50%, CM 100 + BS 100 oliAlE 30%
9l YFYgoel FeElol 25 RAHUE AYAAEHRE VER]
CHp<0.01). 9j419] pHE CM3} BSO] HERAGY AL EZF &/
JEUE 4&5E UEehikTable 5).
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A QA9 5-10%E Bl 3 M2 4518 AYe J-oH
Tl gick. Aol Aok X1 50%0140] 1d Olol &Y
o] ) HY Ak oF 5%7F e AP St o
ALE Fo7le SHAAZE AL, B, niFAF A=, 7}
AERIY] 24], AHAIZ] S7FH ™) &4 So] AL o]
ol thsh WolQlAlZE STt B1], BA44) Hutlyd, =4
Aot €/ H Z2AElER 80] el ol Al9 dgol
g o wEsichs Aol WEridolnt. AAYES FE HAZ
of gall EiElE 49 Aol g FuEhEe] s 719
He ALE geifnt A2 ZE HAlZolA BolEE 4t
9] 1/10m]glo] HsRilol Ofo] A™UEOE MEFELL AAY
Xl oAl E o] HTt BH xT ALY SULZE Al
w2} xjolzt Hol A S40] gl JRERE AT 52
E uishs 227 TRttt a5y & S35 Aol vt
2 &80l 852 884, F1H 12lu vHEoE 2tk &
FRAE F2 AUFE REUA SEYERA UeRdtt. §50I
Qo] ZYCEE FHE, & B0l & 4 Jon, AAYY 4
= AlgEZI0] 211 oF 40%0lA MBo] ZasE FEe B
oh ol2% YAy HE9 A& Y oY e AdEEE AT 9
FENE dEAI1E BHLE E6] ARBEHE A H g
(H2-blocker)7} QCt. 0]& cimetidine2 A EXZ 7lard H2Act
OFQZ glo] AHSIL LA BTVt 41461 2ol AIE82
= Bol A8l Bk ojet2 19 mlojAEFo Exfol
€ FEHARE AR cytochrome P-4502 AaighH, o= THE
H2 zpcdolol] dlal oie FE2iXT Wtk warfarin, TCA
(tricyclic antidepressants), benzodiazepines (chlordiazepoxide,
diazepam, midazolam), glipizide, glyburide, metoprolol, metro-
nidazole, phenytoin, propranolol, xanthines(aminophylline,
theophylline) 2} Z22 B2 AEW 45AES Yo, ol &
gl @35k XNFY0] F2 dEY I EEsk dsH 122
g et HAGE R 4 7] wWiZel P&l o] Al
gt #97} 836}t Cytochrome P4502 F2 7} nlo]A 2ol
ZABH= hemethl O F, WS isozyme?] ZIFHAZ 0] F0|A QL
om 71" 50ldo] yrt. e FoiFE &, B2, tiilY 2F
2 AH AYZ MRS, olm tAK: 3 282 LX)
o, I AHA tAle g2 MER BS71E o, aEe Bt
=80] =& EER JEA7IE AolH FE cytochrome
P-45074] §470] 018 HESY. WA cimetidineo] 28 G4
gd Aole= & & UE9 tilE Adlidhl £AUSEE Za
ABoEN E5sTY e SUd AAE KA B
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Tl Cimetidined] 9§} cytochrome P-4509] A3 71dS
cimetidine® imidazole#0] cytochrome P-450 hemeTZ 9] Fe
< Al 48 Adske AR 4A4F 1 Uon], ol
imidazole®loll = -CN7)7} £Q3) A8E sl HOE £5
3 Aot 7IEF RAOZE MAL oiNBH LS, £, §8, 1i
ukx] Bol BuF 1 o] I AHgd) F71 Qs clolr). we}
A ETE 228 glo] ¢7] A FES Zedo) Qs UF
oltt?. LERELBS BEBR)IM “LTRHmHFESE
B, LERMEEZ VS 3 0|28 SREMAE IETSE
LTHEE $ERMEEZ", HERFEAAE “EGREmMEHRE
ELTHMAE WBE LHBMEEZ BRERNEETREL 8
SI¥CE B vl FHUES $HE FHASEC U2F BRIRIC
F BWILE BEsEcHE 858 /IRTY, 52 BES o
OF, HARR HAME LNEKSE 558 AT, ABe
OB HESH GO 2, KEMTR MR £#iLE THieE
B G50] A0H? WIS HE(KM)S MK BAHEL
09 ol Y, #HEEBNOZE FEY HBEHEOT [LHERE
5, BEBME, A TEiR EREE, BREN, st FIe S
STV IR o, AHEE HES HulE HhaRslE 85
o] UCHL 7} Yol L Ao, HES TR BOT HEE
® HAEESI: 852 7T AoHP, kBE HES %o
2 MefR 'RMEw EEEng 5592 /I Aok wet
A B /e gmo] BEsel Wdh Bl tigditta & 4
QUCt 019 22 Z4OF u|Ro| Hol eudole gt §i5
wioll M3l AIBES ¢ 4 AP, wekk] Ygolt AAY
ZA7} BT 155K AaolAE AAYAT Bo| S8l
U Aoy,
A7) A A DIA B HIQH Zo] Shay HQJollAl CM 50 +
BS 500mg/kg F=0i7+9] B2 ulcer index7} 1.20}11 pH7} 2132
2] CM 100mg/kg FolFolA] ulcer index7} 1.20]1 pH7}
2.080) Zol AHQl H|$Bli, aspirin Aol4l CM 50 + BS
500mg/kg F#9 A2 ulcer index7} 1.0011 pH7} 2102 %
4] CM 100mg/kg SoiollA] ulcer index7} 1.00) 1 pH7} 2.09
Q! Aol A9 u]48l, indomethacinFIZoliA{E CM 50 + BS
500mg/kg FHT9 AL ulcer index7} 0.60] I pH7} 2.08Z A4
CM 100mg/kg FolFollA] ulcer index7} 0.80]3L pH7} 2.0921
A Hr} 283 ¢sst ZAE Bt ol REEo]l §E
cimetidineg QIZOT Zol1 HIBRIIEE HESAFEOEA]
Agsl 2A8 S 59 4 iy BZEc) B8 oUiA 88kl
B39} cytochrome P-4500] tigh Aslol 2= HESHA Rl
A1 olE 2l B #Qr) Ao AAY XFE o] F
=2 HE&5oglo] nigkalsitty A4ecth 8y 28] vt 9
BAAY Al = SO HEOE F oF HEEA 8]
o@D Q22 S 1 e -0 gEiE B
|20l £2 27V 8 ALE AT
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BIFIAIEL T} cimetidineE HEZEW IO TN cimetidine®.

Z ISt BAgE a7 FA80 AANYRE aH9E
Aj717] 98k F 2 E o] HIEE £ EFHA] Shay, aspirin,
indomethacin  HYJoll thdkd AUEIFEH cimetidineE
50mg/kgl 2 ABAFIL BRRKWE & FREEE Z}7] 300,
500mg/kgS HEFASIRS Ml FALEI= 429 55
ol Hlgkd 8 JEHOE FAHIA &7HIRCH F oF
9] HEF0IA] ShayH o)L} aspirinFlFHTYE indomethacin]
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