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Safety Pharmacology Study of Sodium p-Hydroxybenzoate

WANG Huideng!, XU Xiaotian!, LU Xi', FAN Miaozhen!, LIU Meng'?, WANG Yuhui!", DUAN Xiaoqun!'-**
(1.School of Pharmacy, Guilin Medical University, Guilin 541199, China; 2.School of Pharmacy, Macau University of Science
and Technology, Macau 999078, China)

ABSTRACT: OBJECTIVE To observe the effects of sodium p-hydroxybenzoate on the central nervous system and
cardiovascular system of experimental animals. METHODS Kunming mice were given a single dose of sodium
p-hydroxybenzoate of 20, 50 and 100 mg-kg™! by oral gavage, the effects of sodium p-hydroxybenzoate on the central nervous
system were observed by mice tail-flick experiment, mice autonomic activity experiment, pole-climbing experiment,
coordinating hypnosis test and Morris water maze experiment. SD rats were given a single dose of sodium p-hydroxybenzoate of
14, 35 and 70 mg-kg™! and Beagle dogs were given a single dose of sodium p-hydroxybenzoate of 4.2, 10.5 and 21 mg-kg™! by
oral gavage, the effects of sodium p-hydroxybenzoate on cardiovascular system and body temperature were observed by
measuring blood pressure and body temperature in Beagle dogs, and measuring electrocardiogram in SD rats. RESULTS There
was no significant influence of sodium p-hydroxybenzoate on sensory-motor reflex, autonomic activity, coordinated movements,
sleep rate of mice with the sub-threshold sleep dose of pentobarbital sodium and learning-memory ability. Similarly, there were
no significant effects on electrocardiogram of SD rats and there were no significant effects on blood pressure and body
temperature of Beagle dogs. CONCLUSION  Single oral gavage of sodium p-hydroxybenzoate has no significant effects on the
cardiovascular system and the central nervous system of experimental animal under the condition.

KEYWORDS: sodium p-hydroxybenzoate; safety pharmacology; central nervous system; cardiovascular system
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[ T RG] Morris 7K B RIS I 5T X R FL oK
FH R BN Xt 2 REE 520 ;. >R BL-420N 2E
YIE B RE T RGBSR ET Beagle Fl SD KRR
FE 25T % F2 B DR B R 4 I X6 I 4SS 2R G A S
T PP ) SR F R AN A PSR 4 R G AL I
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1.1 25958
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Y ARABRAF], 5 3G223G27).

1.2 f4Es

BL-420N AWM BoRAE T R G (A2 K
AR F]); Morris 7K B (I B IR A av R
BARARDHET-G . NERETEKM . NEHRL
mOBGALE R BN Bk . BRCREE
KA1 Smart 3.0 FAFSEF A4 K TB214 LT K
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PG e AL (LR 35 AE R A BRA /) o
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H)HI SPF 2% SD K l(6~8 J&; A& 180~220 g;
40 H), MERESE, W W R SR SR sh
AIRAF, shAr-=Fal ks . SCXK(i)2016-
0002, FIrf RURAFRFE SPF M, TREHI7E
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&, SR sheT L A R AR K o
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VP ATIES . SYXK(H)2020-0005 ; 46 B 4 4
51 GLMC201904008.,
2 Hk
2.1 X R gk e
2.1.1 PNEUBREIRE A/ 40 1, Bl
AR BRZH D) B IR RN P a4 20,
50, 100 mgkg™"), FF4H 10 H, MEMERF, K4
10 mL-kg ™' BLRHE B 24524, 0SREA 25T B 1E,
SRIGBRIE R LN 8 THRNL 25, 452405 15,
30, 45, 60, 120 min J5E#/N A BRI
J7 ik, AR 15 s HBR, i it A
JBRE#E, R, HARERIIC K 15 s, 5
M HIFE 20~24 °C o K/ EUT FBIE ELIR A (S50+
D) CrEIRK BT, BUBR A K 4 (3.540.5)cm,
L ERUEE 46 117K T AV AR B R B A o
2.1.2 AEWGEDHRAE EASE/ANER 40 H, il
TR BREZH D) B R 308 R RIS L b i 7420,
50, 100 mg-kg™), H4H 10 H, MEMESE, 4100
10 mL-kg ' BLRHE B 452%, A A/ NI TE 3l
A BTG SR T, ICSRA AT LA RS2 15, 30,
45, 60, 120 min (8] 5% 5 min WY& BITENL .
2.1.3 JEFFAE AR 40 H, B Al
HEAH DL B B B R ANAIG . P L R 420,
50, 100 mg-kg"), FE4 10 2, MEkERF, %41
10 mL-kg " BRIV B 25 2%, 100 i) B A R B ]
SEMDETE DR 1R, S b AL 90°TE EUE , I
B T, PRFFELST . B/ NRTEL 245 30, 60,
120 min 75 3% 55 T 0t I 28] JEC 0 sf () BIv )32 2y
JERATIESr . PR UE: 05y, ——H 1 FE;
14y, [ FWAT; 245, AREICHBEsEE; 3 4,
BHIE RAHE R
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AR 2l KR REZH A KX PR S R AR . h L
H2H(20, 50, 100 mgkg™"), &4H 10 2, MikEK
F, FHL 10 mLkg ' RRBEB 42 425 1h 5
#£ Morris 7K B AR PIHE A IO A K 50K /)N BT 1)
FREEA K o, I iE st/ R T e - &
B ]
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Fe/INERL 40 FL, R4 K R FR A L B R R B P R
G, L ERIE4L(20, 50, 100 mgkg ), AR
10 H, MM, S40L0 10 mL-kg™' BORGE H 4
s BRI T2 2023 46 8 F1 45 40 45 16 311
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HEE VS DR S0 % e R Fof ] (78 1 SRS 2> 1 min R A&
A BEHR) o

2.2 LI RG]

Beagle K& N R 3R 7 d J5 BB 4K X BRZH L
FXRFERPIRENE ., b mflEd 4.2, 105,
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blood pressure , DBP) . UX 4 J (systolic blood
pressure, SBP) ., -4 5 [k [ (mean arterial pressure,
MBP) LUK AL e &A% SD KR 40 H, sl
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(14, 35, 70 mg-kgh), #4110 K, BEMESY, 4%
LA 10 mL-kg ' FRIRHE B L2, ICRAEHT MG
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2.3 KEAL S by

LRI LI X £5 FoR, KAl SPSS 20.0 4t
TR B AT AL R] ¢ K50 A0 3R ABT , L P<0.05
FREFHAGIFE L,

3 H#R

3.1 PR FH R AN X A 8 R G 1 R i)
3.1 XFREGH RN/ BURGE IS B0 SO 5
Wi /N ERUEE B B S IIE ST A SRR ], 5 AliK
Xof HRZH ] — SR SR ) s A ELAR L, B 45 T
Hh R R R R R R B R /) U B TR
W RERA G B, LI BRI R
Bt/ N FRURGEIE - U LI 5 o 55003 1.

F1 HEEFRFRADRRARCEZ KA HE(T s,

n=10)

Tab. 1 Effect of sodium p-hydroxybenzoate on sensory-

motor reflex of mice( ¥ £s, n=10) s
RAERFH G BAUK A (RREH i SR

25241 20 min 8.11+1.39 7.87£091 7.68+0.47 7.30+1.23

4255 15min 8.4342.02  6.20£0.74 7.92+0.84  7.19+2.60

25255 30 min 8.48+231  7.53x1.54 7.72+0.88 6.89+1.93
4525 45 min 7.9942.21 7.83£1.43  7.86+0.89 7.12+1.47
#5245 60 min 8.64+1.93  7.64+1.12 7.76£0.89  7.48+1.06
Y5245 120 min - 7.5842.09  6.82+1.32  7.53+£1.09 7.56+1.12

3.2 XA HREN N A TG SIRE R
ma /NEE SRR AR R, Sk IR

P E AR F 252 2023 4 8 5K 40 55 16 1

L [F]—RAEM R EEM L, B A TR H.
vy 0 B R R A TP R A RO /N B 2T Bl RE
PIRP= AW R, PRI 2.

®2 MNAEERFRANDREEENEANRE(ILs,

n=10)
Tab. 2 Effect of sodium p-hydroxybenzoate on spontaneous
activities of mice( ¥ s, n=10) K -min~!

SRAENFRIG AKX AL (G oAl sl
L5245 20 min  145.08+36.22 146.92+43.59 158.90:£50.84 137.39+£39.09

Y525)5 15 min 153.16+30.12 163.21452.39 157.32+43.98 141.70+43.08
2524)5 30 min - 138.94+29.38 155.26+37.69 155.32+35.31 137.15+50.90
Z52)5 45 min  148.00+42.27 146.95+£37.92 145.04+£39.59 151.87+41.88
Z524)5 60 min  140.25+41.11 148.31+43.59 146.08+69.21 144.68+39.15
Y5 24)5 120 min 139.45+35.61 157.68+28.52 152.9632.77 151.85+44.90

3.3 RERIEARHR B/ oz sh PR A8 1 52
Wi /N RURHFHA R A5 R R I, 52K iR 4 [H]
—RAENT A RBEAELE, RS TR, P&
70 X R R R R AN VR /N oz sl PRI BE 7 1
ARy AEBI N AR 3.

®3 MNAERFERNADREAHREAHRE(I£s,

éall)(.))3 Effect of sodium p-hydroxybenzoate on exercise
abilities activities of mice( X s, n=10) H
#51 043 14} 24y 34
A 7K X A 10 0 0 0
i 4 10 0 0 0
Hrgl e 2H 10 0 0 0
e 7] a2 10 0 0 0

3.4 X BT/ RAE IR IZBe 1R
M /NEL Morris 7KEE I IREE R R, SaliK
X B2 ] — R A B[R] s R AR L, #E 25T
Hh T R X R R R A R /) Rk sk v R
WR AR RS2SR, RFAXRER R
FX /NI 2E IS RE ST LTI RE I . S5 5R DL
4,

T4 HAEXEFRASDNRFIILLEANE (s,
n=10)

Tab. 4 Effect of sodium p-hydroxybenzoate on spontaneous
activities of mice(x s, n=10)

415 HERERS R DI/
Al K X AR AL 18.54+16.76
iS7lhse: | 18.14+9.30
R e 19.10+9.04
=Bk ! 18.61+20.32
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3.5 XA R AR X/ RS G X A B T A
MREZME /N BRSBTS P () IR S 4
KU, Ssik AR BEALE, %A TR.
HR LR ) R R R T TR B VA RO S A B TR
. BRI I T PR A R R SR DL 5.

®S5 HEEXFTRANN/DRERBRAMTH(XLs,

n=10)

Tab. 5 Effect of sodium p-hydroxybenzoate on sleep

latency and sleep time of mice( x s, n=10) min

5 N 3EEIN:] HEE B Fsf 1]

AR 2 8.64+1.16 32.64+7.16
[i5iilhe! 7.98+2.03 35.43+8.25
rhR 2 9.08+2.14 33.1446.38
Rkl 8.76+1.32 38.52+7.46

3.2 XIS RS R

321 EE AT XK RN K Beagle K
MR 2550 %W, 5 A 552000 5EAH
L, XHERHEORHRANAT . . S50 X RREE Beagle
R . &7 78R SOF 3 R oA ™ A B 5
5T 6~8,

R 6 HEEXFHRMMMKHE Beagle XKW % EH W
(xts, n=6)

Tab. 6 Effect of sodium p-hydroxybenzoate on systolic
pressure of anesthetized Beagle dogs(x £s, n=6) mmHg

REMEE HAUKX AL R Rl R
251 20 min  141.45+13.20 137.36+5.13 134.34+21.49 127.33+3.90
425f5 0.5 min 143.50£11.93 135.67+4.86 138.36+22.90 130.77+2.45
55 Tmin 144.11£14.20 136.84+4.12 139.04+21.94 133.496.12
255 2min 141.68+13.92 136.89+2.95 138.28+22.41 126.70+6.71
MZ5fF 4min 145.24£14.57 136.16+3.26 139.39+£20.76 127.89+2.09
4255 6min  147.40£12.23 139.55+3.09 142.10+23.16 127.55+6.49
255 8min 141.04£16.03 138.04+2.95 141.98+24.69 127.30+6.43
2505 10 min 142.03+16.11  140.44+4.17 141.49+22.76 127.95+5.91
4255 15 min 143.00£17.16  136.57+9.90 144.59+22.95 127.97+5.03
425/ 20 min  145.82+20.48  136.9549.30 138.59+23.77 128.376.12
Y5255 25 min 147.17+19.06 138.38+11.48 140.48+23.25 134.10+8.97
Z25)5 30 min  147.86+20.27 139.21+13.16 141.86+22.52 131.79+12.26

T T NEEFFRMNAN K Beagle A4F5KEHEH

(xxs, n=6)

Tab. 7 Effect of sodium p-hydroxybenzoate on diastolic

pressure of anesthetized Beagle dogs(x*s, n=6) mmHg
RN A BRI IR AGEE PRIEE R

ZAZ5HT 20 min 103.39+£8.07  91.94+5.02  93.19+£7.66 103.14+3.45

2525)5 0.5min - 103.18£8.29  93.86+5.66 97.42+7.63 107.71%5.76

4425)5 1 min 102.1046.96  94.59+3.98  95.49+6.34 107.67+5.23
425)5 2 min 102.93+8.70  96.18+5.01  96.19+4.40 104.44+7.73
25245 4 min 102.10£8.96  93.35+4.11  94.17+2.65 102.93+2.94

45245 6 min

2524)5 8 min

#524)5 10 min
2524)5 15 min
#5245 20 min
252455 25 min
#5245 30 min

103.00£3.58  96.62+2.38 92.31+8.15 105.51+6.92
103.98+10.86 94.78+4.25  99.37+10.60 100.67+4.92
103.30£10.47 90.48+2.62  93.47+4.26 103.09+8.71
103.72+11.99  92.35+8.74  92.57+2.75 108.30+5.33
109.31£15.67 92.96+8.26 87.11+6.12 107.22+5.82
111.25+14.63  91.89+15.04 90.65+7.55 109.49+7.06
111.76+15.18  91.74+18.75 78.90+21.50 111.67+12.08

R 8 HALEXFRYARE Beagle A3 /E w2
(xxs, n=06)
Tab. 8 Effect of sodium p-hydroxybenzoate on average

pressure of anesthetized Beagle dogs(x s, n=6) mmHg
25
SR AR ] A5,
AR IRA R hREE SR

L5250 20 min  122.4244.27 114.65£4.74 113.77£14.04 115.23+£2.70
252455 0.5 min  123.34+2.50 114.76+5.20 117.89+15.23 119.24+4.06
252455 1 min - 123.10+3.63 115.72+3.35 117.27+£13.83 120.58+4.88
52505 2 min 122.3142.67 116.53+2.57 117.24+12.67 115.57+6.74
25255 4 min - 123.67+6.81 114.76£2.51 116.78£10.25 115.41£1.19
Z5245)5 6 min - 125.20+4.85 118.09+1.60 117.21+13.88 116.53+5.57
4524)5 8 min - 122.51+4.08 116.41£3.59 120.68+17.10 113.98+5.36
252455 10 min 122.67+5.96 115.46£3.20 117.48+12.53 115.52+7.31
Z525)5 15 min - 123.36+£7.34 114.46+2.88 118.58+10.43 118.14+5.11
252455 20 min  127.56£9.21 114.95£2.03 112.85£8.92 117.80+5.97
Z525)5 25 min - 129.21£8.63 115.14+4.67 115.56x15.39 121.79+8.01
#5245 30 min  129.81+9.70 115.47+6.41 110.38+21.86 121.73+12.12

Fz9 XEEFX TR IRE Beagle KKRIFH(T£s,
n=0)

Tab. 9 Effect of sodium p-hydroxybenzoate on temperature
of anesthetized Beagle dogs(x £ s, n=6) °C

3.2.2  WEE AT RIIK RN FREE Beagle K
iR 25 RR0, 5 A 5425 H I EUE A
L, X HEORHRRANIT . . =70 X PR Beagle
RIAIR AT A I 5, 4503 9,

3.2.3 HEHESTX RPN R SD KR
DHEEm Z5RE, 5 H 582500 EUE A
o, XSTRERFRRAE . J . SR d 0 RREE SD
KB, PR . QRS M), P JIRE . P
PeHE] T PRAEREE . T JRAFA] . R PRIEEE LK QT
[EHASA A B 8 e, 2551 L3R 10~18,
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SRR LK IRAL ARRIEA  PilEd i
42577 20 min 37.46+0.19  37.42+0.20 37.51£0.36 37.47+0.23
Z5)5 0.5 min - 37.25£0.21  37.55+0.10 37.54+0.44 37.36+0.32

2575)5 1 min -~ 37.28+0.23  37.36+0.46 37.38+0.24 37.56+0.32
Y5255 2min - 37.31+0.88  37.61+0.18 37.61+0.20 37.41+0.25
755 4min - 37.43+0.22  37.47+0.28 37.65+0.16 37.30+0.26
%25)5 6min - 37.18+0.29  37.38+0.32 37.68+0.20 37.29+0.26
4525)5 8 min  37.43+0.32  37.2840.14 37.27+0.24 37.24+0.20
52505 10 min - 37.29+0.19  37.47+0.25 37.30£0.22 37.31+0.30
575f5 15 min 37.38+0.19  37.33+0.21 37.47+0.20 37.44+0.26
25755 20 min - 37.65+0.16  37.55+0.31 37.27+0.36 37.49+0.22
52505 25 min - 37424026 37.40£0.21 37.32+0.23 37.36+0.31
45755 30 min 37.33£0.41  37.38+0.32 37.34+0.22 37.41+0.24

rh I AR FH 2524 2023 47 8 4 40 555 16 11



FT10 MEERFRYSREAROEHNZH(XLs, n=10)
Tab. 10 Effect of sodium p-hydroxybenzoate on heart rate
of anesthetized rats( X + s, n=10) K -min!
SREERTII M WA R AGREA PlEd EAEA
52577 20 min 411.00+27.79 374.67+28.75 386.00+£32.91 385.33+48.01
#425)5 0.5 min 406.40+27.32 374.23£29.39 385.25+34.32 375.63+32.01
42505 1 min 397.40£31.10 397.00+24.14 386.74+31.01 366.17+31.13
25)5 2 min - 388.11£25.22 387.01225.69 388.40+33.29 379.20+32.64
Z52)5 4 min  400.31+£21.24 377.01424.32 387.16+29.25 360.24+31.13
4255 6 min  402.40£32.81 376.33£25.00 395.67+£30.17 377.67+37.68
25245 8 min  379.20£28.54 370.55+24.12 386.44+33.21 361.65+34.23
#25)5 10 min 395.40+35.30 380.00+25.94 387.00+35.93 379.00+39.74
#425)5 15 min 386.40+34.53 378.00+27.84 385.33+36.01 375.33+41.04
525)5 20 min 380.20£33.25 376.67+33.65 387.00+£35.59 368.67+41.13
252)5 25 min 384.00£26.01 375.33+32.93 384.00+36.37 363.33+40.41
4524)5 30 min 375.00£38.45 372.67+25.42 386.33+29.78 358.00+33.65

K13 MAEEEFROTKHEAR P RBENT
(xxs, n=10)

Tab. 13 Effect of sodium p-hydroxybenzoate on P-wave
amplitude of anesthetized rats(x +s, n=10) mV

SRR, LK IR IR A Al SR
45251 20 min 0.03£0.01  0.06+0.02 0.04+0.02  0.04+0.02

5%5)5 0.5min - 0.03+0.01  0.07+0.02 0.05+0.02 0.04+0.01
#525)5 1 min 0.04+0.02  0.05£0.01 0.05+0.01 0.05+0.02
#4245)5 2 min 0.05£0.02  0.07£0.02 0.06+0.02  0.04+0.01
%525 4 min 0.03£0.02  0.07+0.01 0.05+0.01  0.05+0.02
#5245)5 6 min 0.05+0.02  0.06£0.01  0.04+0.01 0.05+0.02
#5245)5 8 min 0.05+0.01  0.06£0.01 0.04+0.02  0.05+0.02
#524)5 10 min 0.05£0.02  0.05£0.01 0.05+0.01 0.05+0.02
25245)5 15 min 0.04£0.02  0.05£0.01 0.06+0.06 0.04+0.02
25 24)5 20 min 0.04+0.01  0.05£0.01 0.06+0.01 0.04+0.01
Y5 24)5 25 min 0.05£0.01  0.06£0.02 0.06+0.02 0.04+0.01
#5255 30 min 0.05£0.01  0.06£0.01 0.05+0.01 0.04+0.01

Tl MAEERFRYSHEEARPREANZE(TLs, = 14 HEEFTFRATKEAR P KB E KN
n=10) (x*s, n=10)
Tab. 11  Effect of sodium p-hydroxybenzoate on PR interval Tab. 14 Effect of sodium p-hydroxybenzoate on P-wave
of anesthetized rats(x s, n=10) ms time of anesthetized rats(x + s, n=10) ms
RAERFEI AL WAUKA IR REA Rl AR SRAREFRLA AKX IRAL G PR SRl
ZAZGHT 20 min - 35.42+6.58  41.23£6.32 43.3242.33 38.59+2.65 Z5Z5RT 20 min - 23.10+1.39  19.92+1.60 22.14+1.68 19.20+1.03
425)5 05 min - 36.57+£7.39  41.65£6.79 44.33+1.36 38.73+2.70 #5755 0.5 min - 22.34+1.49  19.65+1.55 22.39x1.05 20.12+1.07
25245)5 1 min 35.70£7.28  41.67+7.68 42.52+2.14 38.86+1.83 575f5 1 min - 22.16+1.03  20.30+1.54 21.26+1.54 19.12+1.56
A Z)5 2 min 3526£5.36  41.33+6.25 42.56+2.65 39.47+2.57 Z525)5 2 min - 21.35+0.98  20.78+1.34 22.15+1.85 20.98+1.42
25 4 min 36.34+6.58  40.87+6.24 4326£1.05 39.54+2.54 75/ 4min - 22.45+1.25  19.45+1.87 21.79£1.28 19.87+1.37
Y52)5 6 min 35.59+6.98  41.24+7.56 43.92+1.21 38.78+3.05 Z525)5 6 min - 22.09+0.99  20.31£1.52 21.69+1.97 19.85+0.61
242)5 8 min 36.02£7.23  41.25+7.65 43.05+2.03 39.77+2.98 5245)5 8 min - 21.52+1.54  20.45+0.98 22.37+1.19 19.28+1.37
Z5245)5 10 min -~ 36.71+7.58  41.21£6.60 43.9242.00 39.61+3.81 5755 10 min+ 21.762£0.91  19.56x1.64 22.48<1.11 18.79+1.57
Z525)5 15min - 36.29+6.99  41.05+7.28 43.82+1.55 39.18+2.25 75f5 15 min - 21.10+1.44  20.53+0.90 21.98+1.66 20.19+1.58
A5G 20min - 36.65+7.23  41.74+6.80 43.30£0.99 38.96+2.79 52505 20 min - 22.34+0.91  20.00£1.39 21.64+0.62 19.85+1.32
AZYIE 25 min - 36.24+7.74  41.76£7.11 44.41+£1.52 38.84+3.87 52505 25 min - 22.26+1.12 19.93+0.55 22.38+1.67 19.85+0.43
A2Z45J5 30 min - 36.3246.99  40.69+7.01 44.00£0.70 38.55+2.93 252505 30 min - 22.36+1.58  20.04+1.38 21.46+2.13  19.30+0.88

F= 12 HEEXRTFRMASKEAR QRS I8 H 8% v z15 HEEXTFRAAKRBEAR T KigENEH
(xxs, n=10) (xts, n=10)
Tab. 12 Effect of sodium p-hydroxybenzoate on QRS Tab. 15 Effect of sodium p-hydroxybenzoate on T-wave
interval of anesthetized rats(x £s , n=10) ms amplitude of anesthetized rats(x s, n=10) mV
RAER IS LKA RG] AR A PRIEA EREd SRAERIRIAL BLK IRl (G hRREA SRR
ZAZHTT 20 min 26.84+2.12  27.76+2.01 28.92+2.49 29.97+2.59 Z525H7 20 min 0.19+0.03  0.20£0.02  0.15+0.02  0.14+0.02
255 0.5 min - 27.26+2.41  26.50£1.90 28.38+2.40 30.12+2.23 Z45245)5 0.5 min - 0.20+£0.05  0.21+0.02  0.14+0.02  0.1240.03
255 1 min - 27.46+3.11  26.03+2.05 28.43+2.06 29.14+1.55 2525)5 1 min 0.18£0.03  0.19£0.03 0.14+£0.02  0.13£0.02
4255 2min - 26244351 27.09+1.57 30.09+1.28 30.11+2.13 25245)5 2 min 0.17£0.02  0.18+0.02 0.16£0.01  0.14£0.02
A2 4min - 27.4242.15  26.05£1.45 30.14+327 29.14+1.25 25245 4 min 0.18+0.03  0.18+0.02 0.16£0.01  0.14+0.02
A25)F 6 min - 26.99+3.80  27.12+2.57 29.58+3.06 30.02+3.43 25245 6 min 0.1940.04  0.16£0.01 0.14£0.01  0.13+0.02
Y2455 8 min 27.0243.24  27.26£1.05 30.47+2.17 29.34+2.54 25245 8 min 0.18+0.03  0.19+0.03 0.15+0.02  0.13+0.02
425)5 10 min - 27.6743.49  27.04£1.68 29.99+2.42 30.09+1.77 4524)5 10min - 0.18+0.03  0.17+0.01  0.15+0.02  0.1240.02
Z525J5 15 min - 26.71£2.63  27.15£1.67 28.70£1.19 29.83+2.65 Z5245)5 15min 0.18+0.03  0.18+0.02  0.15+0.01  0.13+0.02
525)5 20 min - 26.8242.70  27.33+3.49 29.19+3.16 30.30+2.35 252455 20 min 0.17£0.05  0.19£0.03 0.16£0.01 0.13x0.02
245 25 min - 26.5442.79  27.45£2.47 30.2242.51 29.96+2.59 YA5245)5 25 min - 0.18+0.03  0.18+0.01  0.15+0.01  0.13%0.01
2455 30 min - 27.2843.01  27.09+1.75 28.98+3.23 29.68+2.83 5755 30 min - 0.17£0.02  0.18+0.02  0.15£0.01  0.14+0.02
v B R F 2G5 2023 4F 8 H AR 40 %5 16 1) Chin J Mod Appl Pharm, 2023 August, Vol.40 No.16 -2189 -



16 MEEXFRNAREAR T Mo EHNEHE
(xxs, n=10)

Tab. 16 Effect of sodium p-hydroxybenzoate on T-wave
time of anesthetized rats(x £s, n=10) ms

RAERIRLG WAk RA RREH  hRlEd  mREd
Y5251 20 min - 25.48+5.13  26.45+1.36  24.68+1.45 23.12+3.29
5245 0.5 min - 26.29£5.15  27.29+1.79 23.82+1.69 22.85+3.66
2505 1 min - 25.13+4.32  26.75£1.24 24.59£1.29 23.04+2.56
AZ5J5 2min - 26.17£3.28  27.46£0.929 24.32+1.46 22.15+3.36
525)5 4min 25.1944.36  26.34+1.01 23.44+1.38 23.6443.72
5245 6 min - 25.73£5.63  26.17+1.46 23.58+2.89 22.36+4.19
255 8 min 2627£5.41  26.77+1.28 24.42+1.67 23.87+2.14
4255 10 min - 25.19£5.23  26.39+0.75 23.53%2.76 23.06%3.33
452455 15 min - 25.83£5.56  26.53+2.10 23.70+£0.38 22.2143.39
45245)5 20 min - 25.96£5.06  26.45+1.01 23.06£0.77 23.40+3.31
Y245 25 min - 25.59+4.76  25.78+1.26 23.96+1.60 21.82+3.03
2525)5 30 min - 25.3245.05  26.65+1.38  23.34+1.57 22.99+3.28

R17T MNAEEFFRUNKHEAR R BREENTH
(xts, n=10)
Tab. 17 Effect of sodium p-hydroxybenzoate on R wave
amplitude of anesthetized rats(x s, n=10) mV
SRARRFIRI M HSKR IR UL PR SR
Y52 20 min 0.69+0.19  0.68+0.11 0.71£0.15 0.66+0.08
25245)5 0.5min  0.70£0.16  0.70£0.13 0.73£0.16 0.65+0.07
2524)5 1 min 0.71+0.18  0.72+0.14 0.74+0.15 0.64+0.05
2525)5 2 min 0.69+0.16  0.71+0.15 0.73+0.18 0.67+0.04
4255 4 min 0.7240.15  0.69£0.14 0.73£0.12 0.65+0.03
4255 6 min 0.710.18  0.70£0.15 0.74+0.15 0.630.07
45 2)5 8 min 0.72+0.16 ~ 0.72+0.16 0.75+0.13 0.66+0.04
24 2j)5 10 min 0.72+£0.15  0.72£0.12  0.76£0.11 0.64+0.06
%5 2j)5 15 min 0.71£0.17  0.70+0.10 0.74+0.14 0.65£0.05
25255 20 min 0.72+0.16 ~ 0.71£0.14 0.74+0.14 0.67+0.02
44255 25 min 0.74+0.17  0.73£0.17 0.77+0.11 0.69+0.01
4255 30 min 0.74+0.18  0.74£0.14 0.71£0.12 0.68+0.03

F18 ALK FRYAHKEEAR QT F M FH(X£s,
n=10)
Tab. 18 Effect of sodium p-hydroxybenzoate on QT
interval of anesthetized rats(x £s, n=10) ms
SRAERSE A AKX A R hRE
L2511 20 min - 60.34+4.67

15 70 ek 4

55.03+2.08 58.04+7.34 65.74+4.54

52455 0.5 min - 61.08+5.97  53.30+2.94 57.23+7.48 61.84+5.23
25245)5 1 min 60.25£5.64  55.63+£3.40 57.14+£5.21 62.72+4.61
25245)5 2 min 59.17+4.15  54.29+2.89 56.32+6.05 62.43+5.23
252j)5 4 min 60.24+3.55  55.78+321 57.89+7.45 64.57+4.82
42Z4)5 6 min - 60.50+5.16  53.81£3.00 57.75+7.68 62.47+5.24
2455 8 min 59.25+4.38  54.16+3.43 57.18+6.32 63.42+4.57
425)5 10 min - 58.92+3.81  54.2242.65 56.26+7.01 62.95+4.40
525)5 15 min - 59.06+£3.42  53.97+£3.40 57.92+591 63.21+5.04
525)5 20 min - 59.01£3.75  55.01£2.69 58.50+7.49 62.57+4.82
Z52jJ5 25 min - 59.33+£3.53  54.2442.63 58.71+£8.22 62.62+5.46
255 30 min - 59.64+3.69  54.71£2.79 57.44+7.61 62.84+4.50
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