- 380 - AKX & HhAE  Drugs& Clinic 30% 48 2015444

EMRESHRREIINIT B EF TR

5 o', B K WAL DTS

. WiE R gL, Wieg K 410005
2. WIFIMECR A BE2BE, WK K¥ 410013

3. WiFE B A MR, IR K 410001

W . B8 SETBMERAEECRERWN TSR, 3% M 96 LU SD KRBENLA N 4 4, MRS, 4R
ig 4 0. 1.25. 2.50. 5.00 g/kg B GRIETA RILEY), ES290 d, MESYIERKEN . WP AN shH il 8274 1
M AAR PR A TR, SRRV )Y FEAT A N8 R, FEUMTHLURIIAR . R RGN, %
REFEAHYAE TR S, SWRHZE, IRTE. SRS RANEZE R TSI HE L. R,
RIS A S LR A MR FR 5 o6 AL P A 22 R IE ST 2% 8 o ML AR AR A IR B, RFe ] 5.00 g/kg 7t 4L MEME R
SR UL (CRO MM K SR R 0 (BUND AP T AR 5.00 g/kg 7l 2 Ak K RIS o %) CR 7K
AT EEA T, HX R4 B R AE G E X (P<0.05. 0.01), M HARTEFREIZE EFAEIE RN o 5 PR LK A 5 L
5.00 g/kg FIEL I shENER /NG WAHIRBEAE . 4518 EATIAM T, 5.00 gkeg B ERIEE MR IREUYI*T SD
KBS RN RER, BREAERRIEN 2.50 g/ke.

EHER: B REW: KRG iR

RESES: RI65.3 XERFRAERS: A XERS: 1674 - 5515(2015)04 - 0380 - 06
DOI:10.7501/j.issn.1674-5515.2015.04.007

Subchronic toxicity of Rosa laxa var. mollis fruit extract
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Abstract: Objective To study the subchronic toxicity of Rosa laxa var. mollis fruit extract. Methods SD rats (96) were divided
randomly into four groups, and each group consisted of 12 males and 12 females. The animals in four groups were ig administered with
R. laxa var. mollis fruit extract at doses of 0 (control), 1.25, 2.50, 5.00 g/kg for 90 d, respectively. During the entire course of the study,
the rats were observed daily. The hematological and serum biochemical examinations were conducted after 16 h of starvation at 45th
day as an intermittent study and 90th day as a terminal. All animals were calculated organ coefficients and studied for histological
changes. Results At the end of the study, no deaths were observed in all groups. There were no differences in body weight gains, food
intakes, food availability, and organ coefficients compared to the control (P > 0.05). For the hematological analyses, no parameters
demonstrated significant changes in all groups during the entire study. During the serum biochemical analyses, there were significant
increases of creatinine (CR) level in 5.00 g/kg both sexes and blood urea nitrogen (BUN) level in 5.00 g/kg female rats at the 45th day.
Thereafter, significant increase of CR level in 5.00 g/kg male rats were observed at the end of the study (P < 0.05, 0.01), but the other
indexes were in the normal range. In 5.00 g/kg dose group, remarkable histopathological changes were observed in kidney and
intestine of the SD rats. Conclusion R. /axa var. mollis fruit extract could be harmful to kidneys and intestines of the SD rats at 5.00
g/kg dose. No observed adverse effect level (NOAEL) is 2.50 g/kg.

Key words: Rosa laxa Retz. var. mollis Yu et Ku cynarrhodion; extracts; rats; subchronic toxicity

It BHEA: 2014-12-23

H£EWH: WnA TELGRTHIRITE (2013106)

EERN: 5 1F (1978—) , U, RIEARZ0E, WLFA:, 23 dE A R B S D REEE T
Tel: (0731) 84305713  E-mail: 1846685@qq.com

2



LR S

Drugs & Clinic

F30E F4a4P 2015448 - 381 -

Rl Rosaceae 45 15% J& Rosa LAEYIH 200 £
o, R 82 B, 2 AERAR, FEMuAE L
ARy TIRE. VL9508 BrsEsih ., BRSO
BRI I NEEAR, BAETRESE . T ER e ()
KM, SR E S RKEgEE R R P&, ®
AL A A T e, A4 e o 2k i i
PRI ARSI e B B AR, e hiar
S M () AR AR, R R 4 A R A 2 B
Pho AR AR HB R AT . 1 g,
TR (1) e e R L2 B R R (1) 2l . AR
FLZH 1 D0 B A S A R S AT T 2k
BEPEREAE BRI, fERIERE EASHIFITIESE 90 d
MEFENT HAAGPEREE AT VRO, ez 4tk
— IR S S AR
1 #R5FEE
1.1 ZiR KA

TRIG T EF A S AR T 2013 429~10 R T8
SRERR] ZRZRE 1L IX, - R i I R o B 2 Bt R SR 2 2L
WFZH %558 Ry 3% PR g 5K REBM BAL S L Rosa
laxa retz. var. mollis Yu et Ku B ee 5,

PR SERR 2R R BT 103 CHETHF B8 Ak
K 40 Hif, Wi, 45 DAEEE 1220 (1) 80%
LW, 75 80 Clyieit 4 h, “bAipkit, xfukitd
P 1IR, SIFRBGRIE & 2R ER, AR
BT IREEEN R, FEHAmAH (LA TS
W, B R AN e e VLT S SR b R B
TR ECN 2.21%) 1,

1.2 KW

SPF ¢ SD K, 96 M, MEMES, hibim
v SIE LI AP A R A AR, A VIS A
SCXK G#f) 2009-0004, SEIGANHAE FHVFATIES A
SYXK i) 2012-0005.

1.3 UERRG

CD3700 4> [ A ERvHEA, 55 FEHERT A 7
AU400 2= H B AT HARBRMKE A A
TP1200. ES3000 ZYHf 1RV, WK PAXAS d &
HIRAF; AJ100 BUHL R, Hi L AgReH) - F60)
% \w); Finesse325 ek Ayl A dl, o [
Al BX4l RGRMEL, HARMKEH AR R220
WER 7R KA, Bt Buchi A#]; ELASAHTHEHL,
=% [# Labconco A ] ; UV2450 40 n] W46 B,
H A H

ETRR Y, #ES 10080-200707, A L2y

R EST B M (total protein, TP). HEH
(albumin, ALB). 75 %% 2} (alanine aminotransferase,
ALT). A5 # % 1 (aspartate aminotransferase,

AST). JRZEA (blood urea nitrogen, BUN). I
(glucose, GLU). JH[H#¥ (cholesterol, CHOL).

=WEH M Ctriglycerides, TG) W H iR 2 KRR
FREFABR A W) UUET Ccreatinine, CR) W [ 1§
HfiE - BSOS MR ARG B 2wl s S8 K A B 4tk
AR A 73 Ar 4

14 7%

U fE HEAA T i 60~90 g (19 SD KL 96 I,
BEMLIY A 4 21, RR4l 24 J, BERESF. Wk, .
r Al CH T3 R I AR R, SR
ORKHEE SRt s, Jfm MR E .. SHEAE
SR DRSS, 50.00 g AW INZE1H/K 2 100
mL iA B KA HER RIS, 4% 10 mL/kg #E B AR —K
PERE BT A FIE R 5.00 gke) R 1.25. 2.50,
5.00 g/lkg. K% 10 mL/kg ig 45 7324, W4
TR, 1 id, ELE 90 do SELG ]
P sy s e AL R, R OK, BER
MELENPIIE S AERKAE DL, BERINE 2~3 X, id
SR EMP R, ERPERE, HHEMAHE
() o = 189 T30 B R X 100% )« 55 45, 90 KAEEr
16 h, W) T RMLBEAT ML 2% F LIS A A 35 b il
SE o SR AR L5 SUAE I F AL BB A R AR it 51 0
2, MROEM B RS SRR TR, TR
A FENSER I A
1.5 ZEitz4kE

K1 SPSS 18.0 #AFLE I 0HT. HAELL x + s
Fon, ARTEE TORE 2 R AR ] B R 3 7 22 07
Mr, J7Z=55 8 A beis H LSD K, 24554 H
Tamhane's T2 £ 5% .

2 4
2.1 —fEER

IR, HABPICIET . 5.00 g/kg A
P SER TR RIS 2 RGBS, BB AA
oM, ARSNGB 3 EITTaR AR IE
e HAMSHIE KR E . WEEIER, TTREAT AR
FRREREIR o P 1) PR K B 25 I A it s R s S 1)
HaESRAEZER LR ENE, WK 1.

I AR KA AP TR KAE . Sk
2 BRI R S0 AL L 22 3 e g vt 22w
W 1.



+382 AN %5 %A Drugs & Clinic F30E Fa4Wy 20154E4 A
2.2 2R KR ILEFIEIREI 0 AR S XA LR, ERBEgi R, 4

sz RIE (56 45, 90 K) JFIEAHAsm Bk 2. 3.

500 5 —e—30gke A B
—_a—31.25 g-kg:l 220 -
143250 gkg” B 20 gk
| ——J35.00 gkg ! 200 1 ——c0gkg
400 - % - 908'1(87[ 1 —— d1.25 g.kg,l
| e. 9125 kg 2180 7 —a— 3250 gkg”
o0 oo 92,50 grkg ™! & i —se— 35.00 gilfg
18 300 |_o- 95.00 gkg " .3 m 160 ] PR -x- 0gke
= = T B -e- ?125gkg
€ 1 : - & 140 . 9250 gkg!
5.00 gkg!
200 120 T - - 9500 gkg
100 |
100 S 80 7 .
012 3 45 6 7 8 9 10 11 12 13 0123 456 789 10 11 12 13
t/H4 /)
E1 ZRYHKRIKRE (A) MEEAHEE (B) WM
Fig. 1 Effect of extract on body weight (A) and weekly food consumption (B)
£1 ZRYX SD ARILE. #HREMAVHARMEM ( x£s, n=12)
Table 1 Effects of extract on increased body weight, food intake, and food efficiency in SD rats ( x£s, n=12)
PERI FlEAgkg ™) /g Sk frat/g IR H /%
3 0.00 352.2444.5 2153.4+61.1 163+1.7
1.25 362.0%+31.0 2171.9£51.1 16.7+1.2
2.50 383.71+39.3 2170.8+45.5 17.6x+1.5
5.00 356.0148.0 2142.3%59.6 16.61+1.8
Q 0.00 209.8+35.5 1 846.8+93.7 11.3£1.4
1.25 182.84+43.0 1824.8+489 10.0+2.2
2.50 204.6+20.6 1 848.6+38.1 11.0+1.1
5.00 194.0£42.5 1813.9£49.6 10.7+2.2
£2 FIRWES 45 R ARILAFISIRAIEME (x5, n=12)
Table 2 Effects of extract on hematological index for rats administered extract for 45th d ( xz*s, n=12)
o R/, WBC/ RBC/ HGB/ PLT/
LYM/% NEU/% MONO/% EOS/%  BASO/%
i (gkg) (10°LT (0L  (gLh @aoLh
0.00 134%+52 755485 157£9.0 52742.66 1.324+0.52 2.17+0.69 8.37+0.81 15713 600+251
1.25 11.4%£24 745+56 175143 494%1.16 1.461+0.62 1.57+0.57 8.26+0.51 155+4 510%+214
2.50 125+36 749+52 16.5%t4.4 559+2.06 1.08+0.39 1.92+0.71 8.07+045 151+9 624+*111
5.00 11.3+53 753+7.1 15.6+5.8 5.78+1.78 1.58+0.61 1.72+£0.75 7.89+0.72 150+9 596+ 151
Q 0.00 11.8+£22 729+64 183+£56 546+2.24 1.74+0.73 1.55£0.61 8.29+0.57 154+8 6111+122
1.25 127£34  77.8%£7.0 145£55 4824143 1.06:0.56 1.74+0.83 7.77+0.77 145%=11 671178
2.50 11.3£41  773%x70 154%6.7 470%£1.18 1.39£0.61 1.24%£0.30 7.84%£0.40 148%+6 734%108
5.00 103+59 75.7+3.6 16.5%£29 486+191 1.334+0.63 1.594+0.40 7.984+0.59 1477 677+173
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£3 FiAMEE 90 XM ARMAFIERATME ( x£s, n=12)
Table 3 Effects of extract on hematological index for rats administered extract for 90th d ( X+ s, n=12)

L i =V WBC/ RBC/ HGB/ PLT/
. - LYM/% NEU/% MONO/%  EOS/%  BASO/% b . o
| (gkg) (10°L7) (10~-L7)  (gL) (10°-L7)

b

3 0.00 12.7£3.2 69.6+10.7 21.5+10.7 5.16+1.10 1.71£0.64 2.04+£0.96 882+0.50 156+7  672+147
1.25 10.5+2.6 67.81£6.9 23.0+6.6 5.13%1.07 2.354+0.76 1.78+0.32 847+0.54 15248 6331221
2.50 10.9x2.5 69.9+5.7 20.7t£5.6 4.81%+0.63 222+0.77 2.32%0.99 829+0.30 149+9 621197
5.00 11.3£3.5 67.5%£9.9 228499 531£1.11 225+1.15 2.14+0.85 826+0.76 148+8  727++219

Q 0.00 10.4+£2.1 757159 157£4.8 5.09+1.92 2.18+0.88 1.37£0.63 8.38+0.65 15610 7524113
1.25 9.1+2.7 77.0+7.3 1524+6.7 4441171 2.00+1.44 142+1.03 8224081 15311 905+261
2.50 8.3+3.6 74.0+7.0 168152 545+291 237%£0.77 1.37£1.23 838%0.50 158+9  852+175

500 9.0+32 701486 207480 5.08+132 2.26+0.57 1.81+0.85 8204054 150+9  774+150
2.3 FIRYIX KR ERIRIREIFME FESKIG A, 5.00 g/kg 7 A MENE K B T CR

SKAG TR 5.00 g/kg AIEAMERE KRG TR AP EEAT, SXHRA ARG SR S
CRAMEPE K BUALTS TP ) BUN KV B2 T, 55X (P<<0.05); A4 AL B FR bR /e alie b K3
WA B 2 R B BAT 0 A R (P<0.05. 0.01); XA = ¥ e gi vt 4 5 . 45 R LK 4.5,

x4 ZTHYEE 45 ROAKRENIBFNEMW (x5, n=12)

Table 4 Effects of extract on serum biochemical index for rats administered extract for 45th d ( x £ s, n=12)

L 1) =vi ALT/ AST/ TP/ ALB/ CHOL/ TG/ BUN/ CR/ GLU/
W (gkg) (UL (UL (gL™h (gL (mmolL™") (mmolL™") (mmolL™") (umolL")  (mmolL")
d 000 32.61+6.80 138.72+19.0567.88+3.72 38294279 1701046 0871024 6.01+094 4622+3.02 4.51+0.44
125 28.98+430 131.58422.98 66.56+£2.48 3930£1.53 1.601042 0914028 6.18+0.67 4527+£2.07 4.75%048
250  31.65+6.46 143.15+£27.2668.34+2.92 3850+1.56 1824045 09841028 6201094 46.02+2.04  4.55+0.38
500 33.79+7.93 132.13£14.1267.40+4.01 37374230 1952042 1.01£027 5484070 53924248 4.59+0.56
Q000 26951434 125.784+23.8173.28+3.78 41.214+1.68 1911026 0871032 689134 4655+2.58  4.76%0.60
125  28.60%6.72 140.23+25.61 71.17+£4.82 39.62+£2.72 2.00+021 1.06+049 645152 46.1014.52 4.80+0.53
250 26.19+4.70 126.62+£28.3073.3242.63 40.97+£1.69 196034 09841028 6.95+1.01 4835+3.43  4.99+0.34
500 28.99+895 137.324£322972.23+3.71 39.38+3.01 197£032 1.00£0.39 7.97+1.62" 50.25+391° 5.1340.55
x4l "P<0.05 P<0.01
"P<0.05 “P<0.01vs control group

£S5 FRYESR 90 R ARENIBIRAOEM ( x£5, n=12)

Table S Effects of extract on serum biochemical index for rats administered extract for 90th d ( X+ s, n=12)

L=Vl ALT/ AST/ TP/ ALB/ CHOL/ TG/ BUN/ CR/ GLU/
B (gkg) (UL (UL (gL™ (gL (mmolL™) (mmol'L™") (mmolL™") (umolL™)  (mmolL™)
4 000 3473+853 136.62+18.2368.441+4.80 36.69+2.79 1.61+0.41 0.83+0.34 523+0.64 48.27+2.12 4361024
125 38454843 13835+22.7066.95+2.81 37.05+£2.53 1.61+£0.34 1.04+£041 5371091 47.07+2.19 4.44+045
250 3279+638 136.34+20.3068.03+3.29 36.54+1.73 1.84+0.42 1.04+043 544+093 47374289 4474035
500 3246+3.84 126.92+20.11 67.74+4.77 36.14+2.55 1.7840.38 0.98+0.53 5.63+£0.72 50.75+2.90" 4.6840.51
Q  0.00 34841663 142.66+27.1273.43+£4.27 42.984+2.89 2.05+032 0.85+0.19 634+143 51.01+441 4.70+0.66
125 385611143 148.09+46.0572.67+4.44 42.67+2.12 1.93+044 0.94+033 6711234 49.80+3.86 4.53+0.43
250  3127+6.65 128.66+32.1072.154+3.70 42.46+2.86 2.08+0.55 0.75£0.21 6.86£1.85 5027+3.66 4.4610.38
500 32.73+9.87 130.64+25.1071.043.22 40.75+3.03 1.94+029 0.74+0.19 6.93+148 48.11£296 4.96+0.45
XA L TP<0.05

"P <0.05 vs control group
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24 ZIRMMARIEFRRE. PESREHZ 0 EIESS RS RA LR ZE R LG =

B B RS TR DL B

o AR 6.

R6 ZiXMMARIRREMPERABMOEI ( x£s, n=12)
Table 6 Effects of extract on organ weights and organ coefficients of rats ( x s, n=12)

P FE(gke ) kg HIERE0% Mg MIERE0%  Be  BEIERE% AL EAREY%
3 0.00 13.39£1.59 3.18+0.17 091%+0.17 0224+0.05 2.87+0.32 0.68+0.05 3.57+040 0.851+0.08

1.25 12.69£1.70 29414026 0.98+0.19 023+0.04 2.89+034 0.67+0.06 3.53+025 0.82+0.08

2.50 13.32+1.84 2944029 0.93+029 021+0.06 3.15+040 0.69+0.06 3.51+023 0.78%+0.07

5.00 12.73£2.05 2994029 1.02+020 0.2440.04 3.05+035 0.72+0.08 3.60+026 0.86%+0.11
Q 0.00 8.67+1.15 3.08+034 0.70£0.14 025%£0.04 196+023 0.70%£0.10

1.25 7.67+1.55 2994+027 0.73£0.19 028%0.05 1.78+028 0.70%£0.07

2.50 7.63+1.15 2761045 0.66+0.16 024+£0.06 197+0.15 0.71%£0.07

5.00 8.14+0.97 3.06+022 0.62+020 023%£0.07 2.02+024 0.76%£0.07
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g/kg 78 1) B A ¥ A R E KC BRUEE 90 d,
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WSS, HAE A IS IS, BRI EAT
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SR HEEHFE (No observed adverse effect
level, NOAEL) 4 2.50 g/kg.

R 58 16l i 24 ot M BRI 2 VR RIS
LR SR, B NOAEL HEST H AR N 71 &
(human equivalent dose, HED=2#J5f|5% (mg/kg) X
) K/ N\ Ky P Koy SR A 5T B A [T
BZIIRAR, BN Kn=37, Kl Kn=06, Kt
HED=2 500 X 6/37=405.41 mg/kg), Miiil&H A
PR B K% A HERE ) & (maximum recommended
starting dose, MRSD) #J} 40 mg/kg (MRSD=
HED/10). AWFFEH i IA 2] 7 MRSD (1) 125
o BRITILERE I RREER B, TR A A R
SRR A AT S SR, SR 5 | e 4 5
WIAEAREG T AR IS WS 1 3= B S AT, 2 e K ik
S NIRPEAR I E R R 2 . B DI RETR RN
U S T B IR IR BT I R R E A, Ak
AT, TR A A e — 2 I 7RI,
WA B R PRSI £ 0~2.50 g/kg 7K
P A A ), FEEEGE DA IR .
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