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Long-term toxicity of Huoluo Xiaoling Dan Granule in rats

WU Xiao-fei, GAO Xiao-xin, GAO yang, HU Yu-chi, CAO Chun-ran
Drug Safety Evaluation Center, Beijing Institute for Drug Control, Beijing 100035, China

Abstract: Objective To investigate the long-term toxicity reaction of Huoluo Xiaoling Dan Granule (HLXLD) in SD rats. Methods
Rats were randomly divided into four groups: control group; HLXLD low, medium, and high dose (dry herbs: 22.75, 16.25, and 9.75
g/kg) groups, and HLXLD was orally given for 26 weeks. Clinical observation and examination of body weight and food intake were
performed during whole experimental stage. The hematology, blood-biochemics, organ coefficient, and pathohistology were also
examined at 13 weeks and 26 weeks during the administration, and at 4 weeks after the withdrawal, respectively. Results No
abnormity was found in all rats in clinical observation, but body weight growth of HLXLD medium and high dose groups was retarded
during the mid- and late-stage of administration and the amount of food intake of high dose group decreased at the beginning of the
administration. In hematology analysis, HLXLD significantly increased platelet (PLT), prothrombin time (PT), and activated partial
thromboplastin time (APTT) and significantly decreased red cell distribution width (RDW), which should be associated with the
promoting blood circulation and removing blood stasis effect of HLXLD. In biochemistry analysis, HLXLD significantly decreased
aspartate aminotransferase (AST), increased blood glucose (GLU), total bilirubin (TBIL), alkaline phosphatase (ALP), and total
cholesterol (CHO) contents. In addition, HLXLD elevated the coefficient of liver, kidney, and adrenal gland. In histopathological
observation, HLXLD showed no apparent influence in organs of rats. No delayed toxicity reaction was showed at four weeks after the
administration. Conclusion HLXLD (9.75 to 22.75 g /kg) shows no obvious toxicity in rats for long-term administration.
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F 1 FEHEARAFREEXRAERERFM (X L)
Table 1 Effect of HLXLD on body weight of male rats ( X %s)

al S

PR lg

ko) G20 M GBI B2 HH3 A BBa] B25 A

@426 M H

WE1LAH

XHE —
IHAR 9.75
JHRERL - 16.25

22.75 219.0%9.2

215.7£9.1
219.0£85

386.0+33.4 455.2+47.0 501.6+61.7 5365735 566.5+77.9 615.1+84.5
40741336 466.4+43.2 534.6+584 572.8+66.6 602.31+69.6 624.0+73.4
21531152 38494303 44441440 47991641 5184+64.8 541.9+71.3 563.3+£75.2

636.5+94.9
655.9+82.7
622.7£73.1

381.1+31.8 43474414 47301405 5152+44.8 530.2+526 54584587 637.0+47.3

SRR LA "P<0.05, FIA
“P < 0.05 vs control group, same as below

F2 FEEMRABRIEEXRERERFM (X L5)
Table 2 Effect of HLXLD on body weight of female rats ( X *5)

5 FI[/ A Jptitlg
) Okg) 4204 A BTIAH BZi2AA GZ3AA 44 ANH BT5AA 426 A WELIAH
if — 17894102 26324165 29484211 309.7427.1 339.7430.9 347.94332 361.9+40.7 370.0+37.0

TR 9.75
FFpiki  16.25

17954112 26544236 291.3+27.0 306.2+27.2 318.2+288 323.9427.8 330.8429.8 358.0+34.38
18124990 268.9+225 288.3+23.9 3004+29.8 306.4+29.1" 311.0+29.4" 314.4+29.3" 340.6+15.6

2275 181.0+10.6 260.3+22.2 280.3+28.0 29454304 306.5+36.9" 309.6+38.8" 318.7+43.9" 337.4+51.0

#3 EHURATRMNEEXRBREMNFM (X £3)
Table 3 Effect of HLXLD on food intake of rats ( X £5)

. ﬁﬂ%i BEErit/(g-100 g Y
(9kg™) D214 H Hgi2 A BH3AH GYi4aNH GBS A H 46 A W 14 H
POyl — 7.5+0.2 5.6+0.2 5.2+0.1 47404 45+0.4 46+0.4 42402
TEHMR 9.75 7.3+0.2 54+40.1 51401 4.4+0.1 43+0.1 4.7+0.2 45+0.1
FFpiki 16.25 7.1+0.3 55+0.1 5240.2 4.8+0.2 45+0.1 47+0.3 47403
22.75 6.8+0.4" 55+0.2 5.0+0.3 46+0.1 43+0.2 46+0.3 43+0.1
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T4 EEYRATRIEERRIBREEAIFN (X £5)
Table 4 Effect of HLXLD on food intake of femal rats ( X %5)
g1 FlE, B E/(g100g™h
B @kg™) B LA B2 A A3 LA BZiSAH 46N WHIANA
paglit — 8.1+0.3 6.5+0.3 6.5+0.4 6.0+0.1 5.4+0.2 5.9+0.3 5.3+0.5
W RUR 9.75 7.740.2 6.14+0.3 6.14+0.3 5.84+0.8 5.140.2 5740.2 5440.4
FHERL  16.25 7.8+04 6.1+0.2 6.2+05 5.8+0.6 5.3+0.4 5.8+0.6 5.6+0.2
22.75 7.240.2" 6.2+0.4 6.3+0.3 5.5+0.4 5.3+0.4 5.7+0.6 5.2+0.3
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R5 EERWURATHRLTS 13 FERG AR MAFIERAIZN (X +5,n=6)
Table 5 Effect of HLXLD on hematology of male rats after 13 week administration ( X £s, n = 6)
Sillh=v WBC/ RBC/ ) MCHC/ PLT/

415 kg )  (10°LY (10207 HGB/(g'L™) HCT/% MCVIHL MCH/pg QLD (10%LY RDW/%
X} R — 11.9+22 81+04 152+7 445422 551425 188409 34248 417453 128405
mERR 975 113436 8.0+04 151+4 43.8+1.6 545+16 188+07 346+5 380+36 12.9+0.3
Jhiki 1625  131+16 7.9+05 153+8 44.1+3.2 56.1+3.2 195+1.2 347410 361+54 12.8+05

2275 137432 7.6+04 148+3 428411 565+19 195406 34544 428+59 12.940.3
XIi=1 ,ﬁ;"f’x‘

oy i) 0 0 o 140 532

2l (kg™ PCT/%  MPV/L PDW/%  APTT/s PT/s Ret/%o % MOI% CRI%
o} 1 — 0264004 64+02 119406 124+21 93+09 16+1 784+52 105+15 11.1+19
TSR 975 0.24+0.03 6.3+03 120405 129406 103407 16+2 779438 115+14 106+16
FHEik; 1625 0.22+0.04 64402 121403 126415 10.7+12° 1240 784470 103408 11.34+09

2275 0274004 63+02 120403 122413 9.6+09 18+1 758494 104+15 138423
F6 HEYRAFRLLT 13 AL RITIESE KR MR FIBFAZME (X £s,n =6)

Table 6 Effect of HLXLD on hematology of female rats after 13 week administration ( X £s, n = 6)

&/ WBC/ RBC/ HGB/ MCHC/ PLT/

20 5 - ! g = HCT/%  MCV/L MCH/ ! g RDW/%

W gkghy @y aotlh L : M @Lh @l '
pogi — 78424 70404 140+6 402416 57.3+13 21.0+05 366+4 360+34 12.1+0.3
MR 975 74419 66407 137+8 384429 587426 21.0+11 361+8 352461 12.2+05
PRk 1625 70+22 65+04 13548 378423 582+19 209+06 359+6 346+24 121405

2275 80426 67401 133+5 37.0+13 569416 204407 358+3 366445 12.140.3
Sillh=v SE s

ZH 5 - 0 0, 0

2H 53 (kg Y PCT/% MPV/fL PDW/%  APTT/s PT/s Ret/%o A7 0T SRI%
pogi — 0234002 65402 124406 81+04 7.8+06 14+2 79.7+85 9.0+14 113406
MR 975 0224004 64401 121404 82+03 7.7+06 15+1 857+76 8.6+09 57404
PRk 1625 0224002 64+02 122403 84405 84413 20+2 80.3+66 81+18 116+1.1

2275 023+004 6.4+03 12.0+04 82406 8.3+0.8 14+1 807455 85+15 106404




“¥ssgatz Drug Evaluation Research 25 39% #6#] 2016412 A *977 ¢

F 7 EEBYRIBRLETS 26 BRI HEM KR MAFIEFREIRZM (X £5,n=16)
Table 7 Effect of HLXLD on hematology of male rats after 26 week administration ( X £s, n = 6)

215 Fili=v} WBC/ RBC/ HGB/ MCHC/ PLT/
(gkg™) (oL (@o®Lh) (gL @LhH  @o’LY

X — 84+32 88+05 15147 461427 526416 17.3+06 328+8 441+38 13.6+04
WHMR 975 104+13 84406 14545 439+18 521+22 17.24+08 33045 485+68 13.6+04
Fhgik 1625 96422 82+04  144+7 43.8+23 53.6+1.2 17.6+06 329+8 509+84 13.7+0.4

2275 80+34 79+16  140+27 43.1+8.6 54.8+2.1 17.8+06 325+7 479+91 13.9+04

HCT/% MCV/fL MCH/pg RDW/%

FIE/ 4 i 4 2
2H %) " PCT/%  MPV/L PDW/% APTT/s PT/s Ret/%o
(gkg™) LY/% MO/%  GR/%
oyt — 0274003 63+02 11.7+04 132+20 99407 741 7334103 94417 17.3+12

WA 975 0304005 62402 117404 1254+23 99405 740 6744103 96414 231421
PRk 1625 0324006 6.3+0.1 11.7+04 123419 94404 6+0 717474 89411 194+14
2275 0294006 6.1+0.2 11.74+04 12.8+22 9.6+05 74+0 748+76 82+10 17.0+17

F 8 AR ATALLTS 26 B RATUEE X R FIEFREIRNE (X L5, n = 10)
Table 8 Effect of HLXLD on hematology of female rats after 26 week administration ( X £s, n = 10)

Sillh=v] WBC/ RBC/ HGB/ MCHC/ PLT/
ZH 5 0, 0,
ZH (g-kg’l) (109. L’l) a 02, L’l) (@ L’l) HCT/% MCV/fL MCH/pg (@ L’l) a Og_L,l) RDW/%
X HE - 48+15 7.2+0.4 128%+11 409427 56.7+1.8 17.7£1.1 313%+15 374+£55 12.7£0.2

THBHR 975 57+23 72+04 126410 40.7+18 56.3+16 175+11 310+21 378+54 125403
FPHURL 1625 49412 72405 12749 406424 56.7+1.8 17.8+1.3 314+17 446+68° 12.4+0.3"
2275 59417 7.04+04 12549 395426 56.1+09 17.8+1.0 31618 397+74 12.4+0.3"

FIE/ EEL S
25 " PCT/%  MPV/fL PDW/% APTT/s PT/s Ret/%o
(gkg™) LY/% MO/% GR/%
gt — 0234004 63402 125406 11.8+14 7.6+05 5+0 744+75 99415 157410

THBIR 9.75 023+003 6.2+01 120405 125+11 73402 6+1 747493 100+21 154414
PHURL 16.25 0.26+0.05 6.3+0.2 12.1+04 133+19 78405 7+1 7054125 95+1.8 201427
2275 0.244005 6.24+0.1 11.9+04 139+14° 80+05 6+0 748+115 88+17 164411

F 9 EEBYR TR R S BEME AR MiAFEFRAIEZN (X £5,n=6)
Table 9 Effect of HLXLD on hematology of male rats in convalescent period ( X s, n = 6)

gy [ WBC/ RBC/ HGB/ MCHC/  PLT/

- - _ - HCT/% MCV/fL MCH/ - -
@kgd) (10°LY (102l (gL ° PI @gLhH oL

RDW/%

pagict - 99+23 81+03 141+9 416+21 514+09 174+09 339+19 700+166 13.2+0.7
TSR 975 93416 86+02 150+5 441420 514432 175407 34048 823+115 135+0.6
SR 1625 76+1.8 83+05 150+11 439440 53.0+2.0 181404 342415 794+63 12.6+04
2275 103+28 83+07 14949 435+28 525+12 180+0.8 344+10 826482  12.9+07

= A 41 il 52
2151 . PCT/% MPV/L PDW/%  APTT/s PT/s Ret/%o
(kg ™) LY/% MO/% GR/%
Sof — 0164007 22405 152406 137+1.0 8.8+0.1 6+2 557462 167+52 27.6+48

THB MR 9.75 0.1840.02 22+02 151408 143+13 8.440.3 6+2 60.1+99 133429 267172
PHgiks 1625 0174003 2.1+03 150+04 129+25 8.2405 7+2 5894108 13.2+28 27.94+35
2275 0.174+0.02 22403 148404 148+17 85403 7+2 581485 158+43 262464
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Fz 10 EEMR RN Pk E B K R I &FIEFREI M (X £5,n =6)
Table 10 Effect of HLXLD on hematology of female rats in convalescent period ( X £s, n = 6)
Failk=v WBC/ RBC/ HGB/ MCHC/ PLT/
25 A — - = HCT/% MCV/fL  MCH/ - - RDW/%
W @kgh @otLh) oL (gL) ’ S 0 Y €L ’
papls —  71.2F27 7.44+05 142+6 40.7+£23 548+19 19.24+0.9 350+9 440+44 12.440.2
SRR 9.75 5.6+1.2 76+0.7 145+10 42.0+35 556414 19.2+0.7 346+8 434484 12.3+05
Sk 16.25 6.2+1.7 75407 144£11 41.3+£35 549414 242421 34948 422+67 125%0.3
22.75 5.3%25 6.8+1.3 130+23 37.6+7.1 551413 19.0+0.7 345+11 389+39 12.2+0.2
Iy N2k
mm Fiilhi=v] 0 o o SE[IFeS
215 ( g-kg'l) PCT/% MPV/fL PDW/% APTT/s PT/s Ret/%o /% MO/% GRI%
papls — 0.284+0.03 6.5+0.2 125+05 127+19 8.2+04 5+2 71.6+134 112427 172422
WESMR 975 0.27+0.06 6.4+04 125402 13.8+12 8.2+04 6+2 674+134 10720 219+28
Sk 16.25 0.27+0.05 6.4+0.3 123+05 13.0+09 8.1+05 7+2 67.3+£13.9 11.0+16 21.7X27
22.75 0.24%+0.09 6.6+0.7 1254+0.6 124+09 8.3%0.9 6+2 67.8+£15.6 108+£12 215+31

3.4 XMFEWFIERRIFNT

gh25 13 A, MEMORR . miAELL AST /K
BERC, SRRA ALP KT B, 5l
bks, 2583 (P<<0.05), /& &I &4k
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DA% A A B A% 0] s 2 I 37 A A 2 b o R 2 L
B, ERABE, WERIL A2, 52526 4, HEHEK
Bl Ty ARHERZ AST KB FG: miAE

TBIL fil ALP /KR A P2 CHO /K- B3 1,

A, #55% (P<0.05), HEKmisE
AR R TR LR, ZRARE, W 13,

PERER P FIEA GLU /K B,

I MR EERR,

ZEst e (P<<0.05), L EAHULAE A A48 A

IR LIS A SR bR 0 IR AL LA,

AL

=, WE 14, (59KE 4 F)G, SFE4E L
fabr, SxXTRA b, ZRAEE, K 15 F116.

R ERMURAFRLEE 13 BERMEENRMFE L FIERAIFME (X £s,n=6)
Table 11 Effect of HLXLD on blood-biochemics of male rats after 13 week administration ( X s, n = 6)
=&

. (é[-ij*{) (G-LLT*{) ASTI(UL™) (ngll) (S-IL%/) (u;EII-LL/’l) (mr%ﬁ/_*) (pm%rfll_*) (m%ml)
pugist — 42+28 104+13 59.2+32 347+12 11+02 551+0.69 756+41 9.85+1.05
WEEAR 975 3549 80+9 614+29 335+23 1.0+04  6.03+1.06 754+41 9.02+2.67
FHEORL - 16.25 36+5 77+15" 61.8+28 352+18 1.0+04 5.81+0.67 77.7+23 9.01+0.86

22.75 31+5 74+12" 621430 36.6+16 13+04 6.43+1.76 79.7+7.1 8.83+1.78
=& B - + + —

4| (él-ka*{) CKIUL™) ALPIU-L™) (mﬁq;ﬁ/*l) (mrrToCI;-/L’l) (mrwc?l-/L’l) (mmlél-/L’l) (mrr?c!l-/l_’l)

X i — 609+189 107.7%9.9 2.05+0.32 0.82+0.20 1448435 4.93+0.14 102.24+0.7
THASSR 975 584+149 9514333 1.77+0.40 0.60+0.18 143.54+3.8 4.92+0.20 101.6%+1.8
FHEURL  16.25 743+176 118.3+245 1.89+0.45 0.65+0.10 143.8+4.0 515+0.31 100.3%+1.0
2275 5974160 145.6+46.9° 2.33+057 0.67+0.15 1451+45 518+0.36 100.241.2
F 12 EHMRATHLLT 13 BRI MK R MEE L FIEFRAIRMm (X £5,n=6)
Table 12 Effect of HLXLD on blood-biochemics of female rats after 13 week administration ( X £s, n = 6)
=&
AL (él-{j*/l) (G-If_Tll) (Ciﬂ) TPAgL™) (Q-ILE/) (u;EII-LL/’l) (mr%ﬁ/_*) (pm%rfll_*) (erTiI(;IL-JIi’l)
X Hi — 33+12 88+13 594432 347+12 08%£0.2 5.66+0.69 80.6+4.1 10.23%1.05
TR R 9.75 36t2 69+9 63.4+29 355+23 09+04 6.18%£1.06 794141 9.52+2.67
FHEURL 1625 28+5 76+15 628428 372+18 0.8+04 585+0.67 78.7+23 9.21+0.86
2275 29+3 69+12 63.14+30 366+1.6 09+04 6.32+1.76 81.7+71 9.93+1.78
251 i CKI o ALP/ CHO/ TG/~ Na/ KT Clv
(gkg) (UL (UL (mmolL™) (mmol-L™) (mmol-L™™) (mmol-L™) (mmol-L™)
pagict — 563+10252.3+17.2 2.21+0.35 0.70+0.16 1440+1.4 4.33+0.14 101.84+0.9
TSR 9.75 436+11949.7+57 2444041 0.79+0.20 1440+1.7 487+112 100.7+1.2
FHEURL 16.25 778+13963.2+7.6 2.624+0.41 0.71+0.10 146.0+0.7 4.67+0.40 101.94+2.6
22.75 413+13562.6+10.3 2.314+-0.46 0.85+0.09 1439+1.1 451+0.38 101.6+1.3
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F 13 EEWMR BRI 26 B AR EERR MEE L FRIREIENE (X £5,n=10)
Table 13 Effect of HLXLD on blood-biochemics of male rats after 26 week administration ( X £s, n = 10)

5 %”%ﬁ ALT/ ASTI oy gLy AL TBIL/ Urea/ Cre/ GLU/_
(gkg™) (UL (UL (gL (umol-L™™)  (mmol-L™) (umol-L™) (mmol-L™)
POpi — 51+25 122+35 604+38 34.0+19 22402 579+093 754+74 10.05%+2.10
AR 9.75 39+10 91+34" 611444 346422 22+0.2 554+110 809+6.3 10.20%+1.87
PR 16.25 46+12 77+13" 629450 358425 24+05 5344075 80.3+6.2 10.66*1.63
22.75 62+19 76+12" 658+74 367125 32405 5474084 79.0+7.7 9.61+0.35
g %U%ﬁ CK{l ALIZ CHO/il TG/ . Na™/ . K*/ . cl/ .
(gkg™) (UL (UL (mmol-L™") (mmol-L™) (mmol-L™) (mmol-L™") (mmol-L™)
Xf — 693+89 78.84+20.3 1.51+0.34 0.50%+0.07 137.2+3.8 576+157 1005*1.3
TR R 9.75 866+97 9534192 1.90+0.30 0.48+0.02 139.8+56 543+1.08 99.8+1.9
PR 16.25 556+53 108.0+28.7 2.10+0.45" 0.46+0.05 137.24+25 6.11+2.29 99.9+25

2275  454+66 136+18.2° 1.92+0.38 0.36+0.13 137.8+26 8.11+131 992427

F 14 FREYRFFRLET 26 BRI MESE KR MBS HFIEAREIS2IM (X £, n = 10)
Table 14 Effect of HLXLD on blood-biochemics of female rats after 26 week administration ( X £s, n = 10)

A - AST/ - ALB/ TBIL/ Urea/ Cre/ GLU/
Y n[ Y L . 1 . 1

A5 (g-kg ™) ALTI(ULT) (u-Lh TPl (gL umolL™d  (mmolL™® (umolL™) (mmolL™?)
X — 40+9  109+28 644+37 372419 23404  530+070 81.24+50 8.52+1.05

TEHMR. 9.75 3614 79122 64.1+33 38.0%+26 23104 498+127 827+56 9.08+1.21
FHEORL  16.25 68+11 102+30 705+6.4 40.3+28 24403 5.24+0.83 83.0%52 11.90+1.90
22.75 48+4 88110 66.2+4.2 38.6+2.0 21404 510+112 784461 9.11+1.45

Fiilhev) _ ALP/ CHo/ TG/ Na*/ K*/ cl/
ZH Lt
41 (kg™ CKIULT) ULYH  (mmolL™ (mmol-L™h) (mmolL™ (mmolL™) (mmol-L™)
X B — 631+117 41.0+13.7 2.13+0.33 0.43+0.15 137.4+6.6 4.38+0.43 102.8+1.6

EHUR 975 4454122 5434177 216+050 0.53+0.27 1447495 451+044 101.1+1.3
FH@ik: 1625  411+145 48.2+19.0 2.46+0.67 0.47+0.15 141.0+10.2 4.81+0.12 100.8+2.2
2275  498+90 52.04+18.7 2.64+046 0481023 139.8+7.3 4.49+0.63 101.3+1.2

F 15 TRENR BRI Tk & BALE KRR LA (L F IR FRHIR2IE (X £5,n =6)
Table 15 Effect of HLXLD on blood-biochemics of male rats in convalescent period ( X £s, n =6)

15 Flgl  ALT/ AST/ TPl LY ALB/ TBIL/ Urea/ Cre/ GLU/
S (gkgy (ULYH (ULDY g (gLhH  (molL™Y (mmol-L™h (umolL™) (mmol-L'Y
X He — 36+3  98+24 586+12.8 332440 3.3%05 6.0+0.7 784+56 10.27+2.31

WA 975 30%3 90+11 655+54 352+13 3.1+0.3 55+0.7 77.6+41 1055+1.37
PRk 1625  33%5 86+21 59.2+12.4 336+40 3.1+0.3 57+09 756+54 10.48+0.94
2275 32+9 92423 636+65 342426 3.1+04 58405 81.1+41 10.26+2.17

S Flbiivs CK/ ALP/ CHoO/ TG/ Na*/ K*/ cl/
S (kg @LYH LY (mmolL (mmolL™?) (mmol-L™?) (mmolL™) (mmol-L™)
X B — 262+57 7744123 1.89+0.46 0.79+0.50 140.8+6.2 4.78+0.26 103.0*+1.7

ESUR 975 263+48 86.2+21.3 1.86+0.26 0.96+0.66 140.1+48 5024047 1014+14
FH@ik: 1625 248+71 829491 1754034 0.81+0.31 1351433 521+027 101.8+1.4
22.75 355438 93.7+218 1.85+026 0411016 138.7+29 5061035 102.2+1.1
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F 16 THEWUR FHHRIAT R S BAME I KRR LB A L 2 HEARAYSZME (X £5,n = 6)
Table 16 Effect of HLXLD on blood-biochemics of female rats in convalescent period (X %5, n =6)

4151 %U%;/ ALT/ AST/ o LY ALB/ TBIL/ Urea/ Cre/ GLU/

' (kg @ULYH (ULY (LY (molL™) (mmolL™  (umolL™®  (mmolL?)
paplcs — 36+10 109+16 70.7+3.2 396*+18 3.6%+0.3 6.01+0.71 85.4%34 9.57+0.88
THERR 975 31x11 93+27 718448 414+24 3.0+05 547+095 84.3%4.1 11.11+4.20

FHEkL 1625 41+9 98+26 72.1+54 396424 34407 6.16+045 819456  10.02+0.79
2275 3711 92+14 718+33 404+32 32404 6.33+0.32 80.5+6.3 10.84+1.26

4151 Fili=v} CK/ ALP/ CHo/ TG/ Na*/ K*/ cl/

' (gkg (ULY (U-LYH  (mmolL?Y (mmol-LY (mmol-LY) (mmol-LY)  (mmol-LY)
papls — 189+11 4574152 2.00+0.36 0.54+0.07 140.3%+5.1 4.22+0.18 101.9%+19
THERR 9.75 255+49 46.1+10.7 2.42+0.68 0.54+0.09 140.3%+4.9 5.06+092 101.0*+28

TR 1625 386+47 384+9.0 217+045 0.47%£0.11 1409+50 4.68+0.41 101.2+0.8
2275 219465 33.6+84 1.994+0.48 0.504+0.12 141.7+39 450+043 100.8+2.2
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Table 17 Effect of HLXLD on organ indexes of male rats after 13 week administration (X s, n =6)

4151 (kgD D/(gkg ™D Figkg™  Ml(gkg®  HWilgkg™  Mhilgkg™) Wil (g-kg ™)
pagict — 3.0+0.3 26.7+1.2 15404 3.0+0.3 43406 05+0.2
TEA R 9.75 3.3+0.2 29.0+2.1 1.4+05 3.1+0.1 47+0.3 05+0.1

PAR I 16.25 3.3+04 29.1+15 1.4+0.2 3.0+0.2 45+05 0.7+0.1
22.75 3.31+0.4 33.0+1.6 1.440.4 3.240.3 4.740.4 0.640.2

40 5 Ji/(g kg™ KEEER(9ka ) BB (gkg ) HA(gka ) HEE(gkg™)  Bi@kg™h) B ERR(mg-kg™)
pagiGt 3.7+08 3.3+05 34+04 1.340.2 3.0+0.2 69.1+8.1
THARAR 9.75 34407 3.6+0.3 3.7+0.3 1.4+0.1 3.5+05 723177

PR 16.25 3.8+05 3.24+0.2 3.6+0.3 1.5+0.2 3.4+0.2 66.4+9.0
22.75 3.8+06 3.7+0.7 3.7+04 1.440.1 3.8404" 73.2410.0
Fz 18 FEEPRATNLETE 13 SR X RIS REAIS00 (X £5,n=6)
Table 18 Effect of HLXLD on organ index of female rats after 13 week administration ( X s, n = 6)

gibl] FE/(gkg™) D/(gkg™) JiFH/(gkg ™) /(g-kg ™) Jiti/(g-kg ™) i/ (g-kg ™)
PagieS — 3.6+0.2 265+1.7 1.74+0.3 3.940.2 6.610.4
THARAR 9.75 3.7+0.3 31.6+3.3 1.6+0.3 4.0+0.2 7.1+04

PR 16.25 3.94+0.3 325+1.8 1.8+0.1 41+0.1 7.31+0.3
22.75 3.7+05 353+2.1" 20+0.2 38403 7.140.6

4R 5 FEN(gkg™) Mafiakg™  FEilgkg™)  BEHU(mgkg ) Eigkg™) B ERR(mgkg ™)
PagieS — 1.14+0.1 1.6+0.2 159.7+29.8 31403 119.1+7.6
TEA R 9.75 1.04+0.1 1.6+0.4 140.1+15.1 3.540.4 122.04+6.9

PAR I 16.25 1.0+0.1 1.9+0.6 145.0+17.6 3.6+05 117.9+8.5
22.75 0.840.1 1.8+0.2 147.3+16.4 3.940.3" 116.4+11.1
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TR R PRI TS 26 B LRI UMM R R AL =S REBIFM0 (X 5, n =10)
Table 19 Effect of HLXLD on organ index of male rats after 13 week administration ( X £s, n = 10)

Fiilke]

ikl (@kg ) LM(gkg ™) JiF(g-kg ™) Migkg™)  Migkg™)  Milgkg™) iR/ (gkg™)
Xof — 3.0+0.1 249+18 1.3+0.2 2.8+05 3.8+05 0.4+0.1
THE AR 9.75 3.1+0.6 285+25 1.440.2 2.6+0.7 3.84+05 0.3+0.1
SRR 16.25 3.0+0.3 326+3.1" 1.4+0.2 2.8+0.3 42+05 0.3+0.1
22.75 33404 35.3+3.4 1.5+0.3 3.0+0.3 42+04 0.3+0.1
a5 (j”flﬁ) BaGkeY  WEkeY) EhiokeY Mok  Fioka?) 1 Lmekg)
X He — 3.2+06 27405 2.6+0.3 1.2+0.1 3.0+0.2 50.0+8.0
TR AR 9.75 3.1+0.9 2.6+05 3.0+03 1.24+0.2 32403 52.0+13.0
SRR 16.25 3.3+05 3.0+0.2 3.040.8 12+0.2 3.6+02" 55.1+11.0
22.75 3.4+06 2.6+0.7 2.9+0.4 1.44+0.2 3.8+0.3" 62.0+12.0"
F 20 TEEMRFITRILLTS 26 BRI K RBEEE R LAY (X £5,n=10)
Table 20 Effect of HLXLD on organ index of female rats after 13 week administration ( X =£s, n = 10)
5 FE/(gkg™) (g-kg™) JiFH(g-kg™) M/(g-kg™) Jifi/(g-kg ™) i/ (g-kg ™)
X He — 3.2+0.2 253+1.3 1.6+0.2 3.6+0.6 6.1+0.7
TR AR 9.75 35+05 30.9+3.3 1.6+0.2 3.8+05 6.440.5
FHBURL 16.25 3.7+03 343432 1.8+0.3 38+04 6.8+0.6
22.75 3.6+0.3 38.8+6.6" 1.84+0.2 3.6+0.3 6.7+0.5
ZH51 F(gkg ™ Miigkg™  TENgkg?)  IH/(mgkg?)  Bi(gkg Y % Fifi(mgkg ™)
X He — 0.5+0.1 2.0+0.6 122.1+38.6 31403 113.3+115
TR RUR 9.75 0.8+0.2 1.8+0.4 136.14+20.9 3.5+0.2 111.7+12.4
FHRURL 16.25 0.540.1 2.0+0.4 115.8+23.6 3.7+04" 125.0+13.1
22.75 05+0.1 22407 128.64+29.1 3.6+0.4" 130.14+11.4"
F 21 SEEMR BRI R E A E MR RATEE REEIEI (X £5,n=6)
Table 21 Effect of HLXLD on organ index of male rats in convalescent period ( X £s, n = 6)
4151 FEN gk Ogkgh  Mgkgl Mgk Mlil(gka  WEilgkg ) Wil (g-kg ™)
Xof — 2.84+0.2 256+19 15+0.2 2.54+0.4 3.7+06 0.3+0.1
TR 9.75 29403 275430 14403 2.6+0.2 3.6+0.5 0.3%+0.1
SRR 16.25 3.140.3 28.7+19 14402 2.8+0.3 39404 0.3%+0.1
22.75 3.0+0.2 265+24 16+06 2.84+0.3 3.9+04 0.3+0.1
ap ket T IR B B ek ERmke )
Xof - 3.0+06 2.8+0.7 2.8+0.4 1.14+0.2 2.8+0.4 494457
TR RUR 9.75 2.8+0.8 3.1+06 2.9+03 1.1+0.2 2.9+0.2 45.0+8.6
PR 16.25 32405 3.0+05 3.0+0.3 1.2+0.2 3.0+0.3 53.2+6.4
22.75 3.3+06 32403 3.0+0.2 1.2+0.2 3.1+0.2 55.5+9.0
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F 22 HEEWRIIERIAT Pk S HAME %K RAEEE R BB (X £5,n=6)
Table 22 Effect of HLXLD on organ index of female male rats in convalescent period ( X £s, n = 6)
2H 531 il (g kg™ L(gkg™) JHi(g-kg™) W/ (g-kg ™ Jilil(g-kg™) MWi/(g-kg™)
papiGt — 3.14+0.3 247+1.7 1.6+0.2 3.9+0.6 6.0+0.8
TEEE R 9.75 35+0.3 28.9+4.1 1.7+0.3 3.8+0.6 6.0+0.4
FHEURL 16.25 3.4+0.3 26.9+2.2 15+0.2 3.8+0.2 6.3+0.3
22.75 3.6+05 27.7+33 15+0.2 3.8+05 6.3+0.1
251 Fi (kg™ Miigkg™  TENgkg?)  IH/(mgkg?)  Bi(gkg Y % Fif/i(mg-kg ™)
it — 0.4+0.1 1.8+0.4 142.4+315 3.040.2 108.4+8.9
TEEE R 9.75 04+0.1 2.1+0.7 146.4+23.1 34+04 121.4+9.4
FPHRORL 16.25 0.5+0.1 1.8+0.4 129.7+31.2 3.3+04 128.1+12.0
22.75 0.4+0.1 2.0+0.6 116.0+22.6 3.24+0.3 115.2+11.3
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