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The Experiment Study on Rabbit Pathological Histology
Long-term Toxicity of Heqinzhiyang Liniment
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[ Abstracts | Objective Heqinzhiyang liniment (the original crude drugs 1.5 g/mL. 3.0 g/mL. 6.0 g/mL)
were administrered rabbit skin 4 weeks and recovered 2 weeks, observed in rabbits toxic effects of major organs,
provide a reference for safe dosage range and monitoring indicator of clinical medicine. Methods The maximum
dose of rabbit percutaneous long—term toxicity tests, according to 2 mL/kg administered once daily and for 4 weeks,
stopping recovery was observed 2 weeks. at the end of the administration and recovery the animals were sacrificed,
weighed major organ, calculated organ coefficient and been histopathological examination. Results  After animal
anatomy and pathological histology, the incidence and severity of each treatment group and the control group were
roughly equal, we thought it was unrelated to administration. Conclusion Heqinzhiyang liniment given on rabbit
skin 1.5 g/mL kg, which were equivalent to the original medicinal materials 3.0 g/kg and 20 times less the adult
clinical intends to use the maximum dosage, had no observed toxic effect on major organs can be regarded as the safe
dose of the reference range.

[Key words] Heqinzhiyang liniment; Rabbit; Main organs; Toxicity

TESLHEIEGE S8 (HIV/AIDS) Wk TRCRR AL AN B, i R2TT A9 78 UE LE s A
BRI IGARAEAR. EARGE, REEL 2, (35 AIDS M4 Rtk SC R VI, O I IR
AR A T1.43%", EEAL, HHRERER b DARZME LR, B R EGT

(B£TB] mMEFHITH SR EREG T ERIIE  (2009CA022)

MEEEN] BRz 1964~), &, mpRIIMA, Wid:, BIEE200, FRNGOGmh2ytn . 2538, RikEZ ., |
GBTIRIIFE TAE.

[BifliEE] Sw'®. E-mail: kejianma@126.com



26 SRR RN S ¥ 14

%536 &

AR I DA B A 3 J

=8 T 255 Be X HIV/AIDS (8%
B R A M DL B T2 R, TE SRR TS &R
A RRE SR b, G P EEHRIE G A I, 45 A
FURZG I TR, Rl IR TR T A 1k R
M, HAMAG. HM. BRIEMIEEER. A
AP ANNG RS, Ryl R A B AL vl 58 iy Bl 2
WA, SPZBERVEAT T KB R4 251 £ k2%
I BRLH 21 AR5

1 RS FE

1.1 23 FnikF

far R FEHE A (JR2EZY 1.5g/mL. 3.0 g/mL,
6.0 ¢/mL 3 MHEEE ). #t5; 120 701; 50% 25 H] &
e, b5 120 731, B B 25 AT B il
Azt @ALBNE S 250 mL; 2.25 ¢, #t
T 1112231, RWAREEGIZ5ARA .
1.2 {488

2% [ * ACCULAB ACC-210.3 % Bt 43 #1 K
. H 7 7 OLYMPUS BH-2 % il 45 .
DM6000B i il K115 R4 R 4t
1.3 ¥

HER KR 60 H, Wi, 1A 2.0~25
ke RIE T RIUERI =L IS PG, SR
A YRR IES 3 SCXK (JE) 2005-0008, S5 3]
Y FEATIES ;. SYXK (JE) 2011-0004, ik}
A PHVRANIE; SCXK (JE) 2011-0004, HEHIEE
BER2E L0 B Py L.
1.4 FHik
1.4.1 REHAHE 60 KA ShPE W 77—

Leica

Je, FER AR, HRERLY 10 41, B
SEHERZ IR (BAPEXT B . VA IExT B . IR A
Hrl g . TR ARG R (B R
WX IR . R PRlEd. ShlEd) ,
L6 H, MR 3 H, BRI

1.4.2  FUISAZTTS A8 PRI R 5804
mL AHY FlrE2 1.0 g, KRN, TR, —
H3W, B 1~3mLBER3~9mL, 5d K7
2. HERN 60 kg-bw, R 9 mL 15 ; Hw
4 0.15 mL-kg'-d™, AH2MFIFEAZS 0.15 g-kg+d,
R PR 5 R m A B 0 m A “1eS =
0.8762 + 0.698 1gW” B MK R HIF A m? 452 i
H7; 6.87 mLem?2-d?, MHTFIRAZ] 6.87 gm?-d.
AR KL ) i 55 I AR R A S e Lk 1.
1.43 HBHFERMERE SRS LEE—
H, RAKMRGZS, Wt R k4l sh W B 5N R i
P— IR k. B s e 25 4 TR, BRGZy7d, &
RKEFLZ 1R, AW IREER 6 h 5 R K
Ve, FREAZIZ RN 2 mL-kg! SRS IRAA 2 R
WERZJE 24 h, TAIBENLINI 4 Hahyy, Mk 2
N5 R A, AR 2 By, Ml
S 1R SR AR 2 JEEA TR ARG A
1.4.4 REMBHRARME KB HH 3% ke
LU 2 0 X 56 B ) 20 Tk e KRR B, I AR AT
FEAT RG] RIS S AL, Bl FEJk
SMETHIREA TR H , AL . SERER
KN B ML, A JCHRIm . R, S5 . W
o AL KM R e s L, TR
TETEUEL L.

145 RERIJES5RHE B TR0 515
B Mo, OoWE. FRE . RGNE . OREE . CEE. E L

*1 ERBATNESHKUAFEFELSLR

Tab. 1 The dose of the experimental group and the clinical proposed dose of the multiple reference table

205 ZIRY) ZEIMIE (%) AR (gke) e AL 7 A5 4
PR e 0.9%NaCl(%) 0.9 - -
Ve Xt HE A 50% B (%) 50 - -
TEER ZEMEREA fr & 1E R (2o mL ) 15 3.0 20
ZiRY R EA ff 5 1L PR (g-mL) 3.0 6.0 40
ZAA R 2 ff 5 1L PR (g-mL) 6.0 12.0 80
PR e 0.9%NaCl(%) 0.9 - -
TR IR 2R 50% BRI (%) 50 - -
Wk IR R Ff & 1R PR (g-mL) 1.5 3.0 20
ZRY =S far % e (g mL) 3.0 6.0 40
SR far % eI (g mL ) 6.0 12.0 80
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Tab. 2 The measurement results of Heqinzhiyang Liniment in the end of the

weight (g) and coefficient (%) (x+s )

intact skin treatment of organ

wE B X 2 AT snlirel o 2H [ plpresi|
(= S 0.233 + 0.061 0.244 + 0.052 0.210 + 0.058 0.214 + 0.045 0.272 + 0.063
(102)% 0.753 + 0.132 0.796 + 0.159 0.706 + 0.145 0.733 £0.153 0.896 £0.115
il g 3.905 + 0.858 4474 +1.143 3.905 + 0.657 4.823 +0.809 3.768 +0.755
% 0.127 £ 0.019 0.145 + 0.033 0.132+0.015 0.166 + 0.029"* 0.126 +0.022
i g 8.588 = 1.090 9.359 + 0.258 8.911 +0.425 8.800 + 0.373 8.453 £ 0.625
% 0.282 + 0.038 0.306 + 0.032 0.304 + 0.028 0.303 + 0.021 0.284 + 0.027
L g 7.104 + 1.455 7.585+1.711 6.921 +0.414 6.663 £ 1.016 6.821 £0.223
% 0.231 + 0.034 0.244 + 0.036 0.236 + 0.029 0.229 +0.035 0.229 +0.021
Jii g 10.066 = 0.585 10.737 £ 0.939 10.302 + 2.080 10.065 + 0.514 11.419 +0.757
% 0.332 + 0.048 0.350 + 0.025 0.350 + 0.070 0.346 + 0.022 0.382 £0.018
JiF g 70.460 + 5.236 72.864 + 4.039 75.623 7918 75.590 +9.378 75.906 + 8.755
% 2318 +0.245 2.380 + 0.189 2.580 + 0.368 2.597 +0.326 2.533£0.153
g g 1.354 £ 0.090 1.504 £0.126 1.193 + 0.363 2.454 £1.710 2.013 £0.770
% 0.045 + 0.008 0.049 = 0.007 0.041 +0.016 0.083 + 0.055 0.069 + 0.031
5 g 14711 +2.100 13.729 +2.616 13.854 + 2.160 14.890 + 2.051 15.029 + 1.207
% 0.480 + 0.040 0.446 + 0.070 0.473 £0.088 0.511 +0.062 0.504 + 0.049
2 g 3.995 +0.538 4.961 +1.294 4.285 +0.554 3.772 +1.451 3.602 + 1.633
% 0.125 + 0.014 0.154 + 0.030 0.154 + 0.006 0.130 + 0.050 0.115 + 0.041
P s g 1.487 £ 0.673 1.867 £ 0.562 1.534 +0.147 1.695 +0.021 1.484 +0.329
% 0.046  0.020 0.058 + 0.014 0.056 + 0.010 0.058 + 0.001 0.048 + 0.006
Ty g 3.021 +2.624 5.614 +0.482 3.518 +2.440 1.409 £ 0.015 3.292 +£1.310
% 0.097 £ 0.072 0.191 £ 0.007 0.115 £0.085 0.048 + 0.002 0.117 £0.063
A o 0.301 +0.212 0.193 + 0.064 0.182 + 0.005 0.157 + 0.043 0.159 + 0.034
(102)% 0.978 + 0.549 0.673 +0.298 0.582+0.017 0.535£0.113 0.541 +0.032
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Tab. 3 The measurement results of Heqinzhiyang Liniment in the end of the damaged skin administration of or-

gan weight () and coefficient (%) (x+s)

e [Elepay;iseil X B2 R 20 Hh R 2H [plhe:|

(Rl g 0.226 + 0.042 0.257 + 0.048 0.237 +0.013 0.241 + 0.092 0.256 + 0.059
(10%)% 0.745 +0.128 0.831+0.139 0.794 + 0.042 0.803 + 0.274 0.802 + 0.164

b g 4.193 +0.862 4673+ 1.115 4012+ 1.110 4.490 + 0.414 3.708 + 1.293
% 0.139 + 0.032 0.151 +0.031 0.133 +0.032 0.152 + 0.009 0.116 + 0.037

ik g 8.710 = 0.450 9.259 + 0.963 8.688 + 0.888 8.772 £ 0.771 9.311 +0.969
% 0.289 + 0.030 0.302 + 0.050 0.292 + 0.040 0.299 + 0.049 0.296 + 0.053

i g 6.434 + 0.629 7.242+0.712 6.823 + 0.840 7.656 + 1.149" 7.337 + 1.156
% 0.212 +0.021 0.236 + 0.033 0.228 +0.018 0.260 + 0.043 0.231 +0.032

Jiti g 10.729 = 2.435 10.644 + 1.359 10.258 + 1.262 10.626 + 1.558 10.160 + 0.662
% 0.357 + 0.099 0.345 +0.039 0.344 + 0.047 0.360 = 0.044 0.321 +0.023

Jit g 66.384 + 4.521 74.034 +5.233 70.895 + 11.845 73.361 + 10.604 80.135 + 4.208"
% 2.190 +0.106 2.410 + 0.295 2.374 +0.388 2.478 +0.274 2.531+0.142

g g 1.734 +0.960 1.524 +0.820 1.355 +0.299 1.739 +0.204 2.050 + 0.884
% 0.058 + 0.036 0.049 + 0.025 0.045 + 0.008 0.059 + 0.005 0.064 + 0.027

5 g 13.574 + 1.831 14.491 + 1.623 12.584 + 1.300 14.720 + 3.544 14.674 + 1.820
% 0.450 + 0.077 0.473 + 0.084 0.421 +0.040 0.493 + 0.074 0.463 + 0.050

=510 g 5.815 +0.030 4.907 +2.030 3.717+0.374 4.843+0.219 5.144 + 0.579
% 0.191 +0.025 0.152 + 0.061 0.122 + 0.022 0.158 +0.018 0.164 +0.017

5 g 1.748 +0.642 1.813 +0.172 1.802 + 0.382 2.003 + 0.666 1.925 +0.813
% 0.059 + 0.028 0.056 + 0.006 0.058 + 0.008 0.065 + 0.013 0.061 +0.025

FE g 4.828 +1.627 3.500 + 2.288 2.347 = 1.121 3.979 + 0.683 5.556 +0.304
% 0.159 + 0.039 0.116 + 0.069 0.080 + 0.037 0.138 + 0.008 0.173 +0.015

IR g 0.198 + 0.038 0.175 + 0.053 0.196 + 0.026 0.202 + 0.084 0.208 +0.112
(10%)% 0.656 + 0.063 0.587 +0.138 0.677 +0.107 0.691 +0.217 0.626 + 0.257
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Fig. 1 The pathological changes of liver tissue in the intact and damaged skin in the end of the administration
(HE x200)
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Fig. 2 The pathological changes of local tissue in the intact and damaged skin in the end of the administration
(HE x200)

A: SERERRES ZGARIIBITEXS BRZH 25 25 Rl B IR DLW R 5 5 B S BOBR 2R 25 AV XS R AL 23 24 Jmy 3 B JPR R DL A i
Sy Cr SEREIRA AR 2 25 R IR W R 5 D S8 IR 2RI Rl i 20 2R 25 )Rl i Bk L e vk
JERAMIEN ; E: e EIRGARINR A RE 2525 Ras AR W R 55 Fo B R 25 A IEXS BRZH 25245 )R
BERAR LB R s G Wi B R AR 2RI I B 28 25 R B B RO DU (8 5 5 1 B B R 2R 2R IR e . 224
JRITREERA DU R 5 5 T A R IR 2 A bR B 2 25 25 Sy i B IR L B VR 2 R AN MR 5 J: el B R 2 24 A 0 iy )
L2525 JRyF B R A DL J S

PAFE AP BEXT HIV/AIDS BB FEAEROBE TSRS B AE, AW RGN ZE, AR, R)7 &
RO WAT, ZRRAEN AN RSN S ELAEUA R X, J7 e i R A, i a]
e, MICEONFREENGITY, WXbEREN R WHIBIXGEEAL . SRR RO AR SRS



30 EHER KFEK

%536 &

PSR R S TIRYT TR — . Rk, T
SRR EIHESRR O, EhEE . b
B 25 AR T SRR I RT3, R R 3 s
TR 35 U N B IR R TR — A B I IR R
S AITBE, 3R HIV/AIDS A2 1 i FA TR
M, SERMEZ A

= A B 2G5 BE AE T8 A IR B 2R
I7 R R 2 I SR B, DL CAMNAZEE, NI
YO EAGENS TR S, WM. WM. B
ST E s I 0 T oS T2 57 i | I 5 B3 A< 77 S
IR, X B BRI FE () HIV/AIDS 3,
FEAKE IR AN IR RTER T, AR5 1k R
FIEFE, XTRRTCHIE, HLepr. fifE ., P,
BERTHZ.

AU AT B 1 PR R B R 25 2 4 JEA45E 2k
52 JSEE ST, X R RS T
i) S 6 25 R, 8 A 6 70 o 91 R0 52 2 Rz ik
Y55 B A 5B B P s SN, R S A
BAMEERK SR . HE S ZIRAYA L
I LUEE . ROGRRGS T 25 IR H] 1.5 ¢
mL 7" ke, A2 3.0 g-ke, AT ARG R
PR K20 20 5 LAF Al 2 257 | 2% L
Xof e 453 B Jok 28 S 56 sh 40 H B IO 2 s B ek AR
hREIE RS, RESAAMKE, AR5
WF5E. LA ESEEGRFaT a3, R 2 1k SRR I R
LA A TR R A T A SR KSR S %
fFE.

(1]

(2]

(3]

(4]

(5]

(6]

(7]

(8]

(9]

(%% 3Ck]

KB, FRILIE 239 B HIV YL % B IOk 45 5% 43 Hr
[J )50 B R 24447, 2010,3(3) : 134 - 136.
WA, E W, B BE T G 1R) 4 1 S 1 R R
FEMR A T sy RIS [T ). h IR P YRS A 2R
,2013,33(7):890 - 895.
(el RARZ5 ) KA I R 8- i ) ) SRR
FAL. 2 RIRAYIN TR TR J 5.
FMAREMAmMEEERR, H3EMN5% S (2]
GPT3-1.2004.3.18.
AR BEUIBH A, 5 25 Sy ik S EOR
(M AEs:Aese Tl i, 2007 : 114-122
B, Ty, Jy i, S5, HIV/AIDS B JRIEFERE A G
ALY ] R B 25445, 2009,30(12):83 ~
84.
HOLMES R B,MARTINS C,HORN T. The histopatholo—
gy of folliculitis in HIV—infected patients [J]. J Cutan
Patho,2002,2(29):93 - 95.
MOCEL, B/ N 3L A DURTEIRT T AN ROV A3
)] ik, 2008,23(11):30 - 32.
J SCIF, 204, 1E] 233, 5 300 A HOW R IR YT D
YA RN B S4B [J] e gk,
2007,42(12):1 078 - 1 080.
ARMINIO MONFORTE A,LEPRI A C,REZZA G,et al.
Insights into the reasons for discontinuation of the first
highly active antiretroviral therapy( HAART) regimen in a
cohort of antiretroviral naive patients [J]. AIDS,2000, 14
(5):499.

(2015 - 07 - 06 it k)

=+

)Il

HA

EAAESTEE RUERICA 2R, R Bie K@M (1m0, BbueRigSCriEn

7%

T hiE 9EAE . (EWIERIRA AR MWRA I SGRATEA (TR, HICR BT N

s RUIBERRY A Tk, WEE ATTE5, FrtA .

(RWIERIR AR ST

201547 H 2 H



