40 B8 4 1
2017 £ 8 A

ZEFEZERFER

Journal of Yunnan University of Traditional Chinese Medicine

Vol. 40 No.
8. 2017

AP EFAKRDFEERNEELASHELEHAR "

B, F A, AFE, KRB, EHF, B K, S0, BAMS

(RETEZEBRE M EL S FEY Y HAREE, =i BI 650500)

WE: BH LUETTR FZE OWBE AT RU0F 4 MESREY R D FE B A T I 5, LRI 4 257 571
ROGFOROGAETE. ik RS T 56R S AR S &R 10K Ky FEHRiK. KD AZadR
WA KD FERRA, A ERMIERMES KA AT MAZS)E 2h B, FREREEL, £S5
5d o KF B4t AT BRI R A 0 i 15 0 L if A=Y R R, Forh 3 R SERR INE &8 R EOF TR BRI s & N e
(224 5d. R A 5d, KO TFERRASWOKRE TR QM. kMg, /i B
(GPT F1 GOP) & A NIRRT s (R A A AR EZ AT & W KA S HANERRABRERORE . (#2454 F

—ERENIKRE. it

HEEFHET IR TR R R BEE —EWHEFE.

KB RN KOTFWE; ARKA; EERAEME; REEE

hESES: R285.5 XEARER: A
DOI: 10.19288/j.cnki.issn. 1000—2723.2017.04.004

PAESNFIREEELGEIE SR T2ZE 5K
PR, EAMBRE T HRANESIGT T B R
EYFIAES . (ERRE, FEIEKEWERTTZN
R EERESRGEENRT HEAREEEEER.
PR, REGESFIGIL R R R R N RE B L
R, B9 2014 AT 2015 4F RUE A 200 I
J&y (SFDA ) & #7 f) [ 52 24 5 A R IR Rz B ) 4 B R 5
Ph 2GR S A 22 A TR AR AR RS B o TR 25 1 B
) 22 4 P 1) R A4 SR A TE WD T B Ak 00, AR 8 B AT T i 19
() 53 A RO SE B AIE . R 257 5 I BT & R 9 T W T
R AT G R 2GR S 5 05 M B 43 1), BRI RE R T ER
iR AR R R N BB R B R, 2
FEHFIE ST LBR ZRE, (B
TER MR A F WARE , A SRR T A 245 7 5 51
Koy FERRELSZ 5 W
1 #MRA=E
1.1 ##

B R S B R B R AT
RS N B, S 9 B8 1003272

XEHS: 1000 — 2723(2017 )04 — 0014 — 07

20100324 , 1005104 F1 20130533 . £F4E 5 yE 28 (10K ) i
[ Millipore A B A7, 2C £ 54 B shifn 40 i 3 #r
X (ZC-960 B, & ) HH & A R OL B R AR
BN E A, B2 SNER(GLEW —2 ) i £ [F]
¥ BA A 8] A4 77, TECAN % L)) 6 g A5 (X b B2 Hy A1)
TECAN /A F A 7=, SEB o 21/ At 5] (4 by
at ) A AR AR O E

BEERHE AR, MRS Y, KERE 1.5~
2.0Kg, T PUIINE LS FREF O, FAES:
SCXK (JI1)2014=16, HFlaM1EFR, B HIKKER .
s E e BRERE, B BEALCKR, =REFFE
23~25°C, { T 30%~70% , & N ERIR 3d J5 #7500 .
1.2 4R KRS TEERGHE

R4y 0 SRR, R DU Fob e 2893 S 451 B 10mL
AR S FImEEETd, BBY. REZEL (4C,
3000rpm ) ARG 25 J FI R 55 T & H ik ( L EH W
1% ) tmL 12 K5y FR 257 i (B N i ) 9mL , B2
ZREUHIS BB Ry FERiK. BIELE™EHR
FFREENE, FE R E T —40°C, AR E 2 =15 .

* HETH: EXRBAMEES(81160495,81560645 ) ; = HEF M A EM A REL S T (2017FF117-032)

Wi AE . 2017 - 07— 16
EE B -

14

Bt (1980—) , 2o, mBAPE USRI il L, B, iR 5 T3 1] - 43 F-20 3 2
AB(EEE  EEOVHY, E—mail : deardwg@126.com



4 il Bt B 4 M RN FERIRN EE S ALY

1.3 s xEk

sy 9o, Z2IE 1. BARR 6 X, MRS
o HEMALEER &, BAERMOEER RE
I, PRI E . EFSEZE QLR AR P25
B R B R oy 1= SR, BE fR it AT 5%, 45 25 ) &
AR 5 7 I R R R B L FR 1. A 2505 2d
28 250 U ER , B8R 45 25 5d ML, 5d [FEE
GE PR REMEE, HEHMILLTE 3 H sl &1
ar GO FF VBRI B ), TR sk s W R 4 25 4k B0 5%
5d , #& I &b B 5h AT B 1 5 RO 2% o

®1 BUHARBBGHE

. 25 P55/
o = R ; =)
s 28 5] 254 (mL-kg ")
1 ZS 20 TR R K 2.31

15 IF R B i 2.31
BT RRY B HRIK 2.31
R T T B 9 R i 2
PUS SUEP N il SR 2.31

2 QKL JH# 4
3 QKL10K ZH
4 SHL JFi e
5 SHL10K 4H

.31

6 DS JE 4 F 23 5 R % 0.46
7 DS10K 41 HE2RoTEER 0.46
8  DZXX JFEIRHL KT SR A R 2.31

9  DZXXIOK 4l [T s4iE Ko T8 HRiK 2.31

1.4 FBAxEn

2575 5d J5 2h FIR S 5d J5 i 1 4G 00 4 I 1 55 A0
A Thee . i HR: A 4 8 s ifn 408 5 87 1 2h
PN S BRCAS: U 5 JFF I R AG: 0 25 74 % & g ( GPT ) 3 4 L il
BB H b (GOT) i iE U & . B I RER i
B IR EF (BUN) A ALEF (Cr) o JESSFRE , 1T H I 2%
AE(=IF PR E/MREX100%) . B IEIRHLA T 10%
B 1 o [ o 5 R AT A i ) A0 HE Bk A
REIR AR E TR, SR ZEE 1
KR RIEET AN, URER—HERNEE
sk
1.5 %o

LEHIEH (x+s) Fox, & IESDMH T E57
MEMEARRETTZE 50, AR A LD &k, &
77 % R5¢ 31T Tamhane ”sT2 £ 56, DL P<0.05 £ A
BaIFFEE
2 H#R
2.1 AFRSTEERTERIKEN H A

DEHAR RWKESRINER, FR AR E T

BERR, MRy FERRAKRETEAE; 52 5d
Ja, EHA RIEER —ERERSE, WE 1.

1.2 1.2

1.04 1.0
0.8+ 0.8
b b
£0.6 ¥ 06
Eu- .y B -
- A - OKLEWA O B - SHLEWA
_- 4 —
o QKL10K#L o SHL10KZL
Wt+——TTTT—T—TT— T T
01 2 3 4 5 6 7 8 9 10 01 2 3 4 5 6 7 8 9 ¢
R R
1.2 1.2
SRR s |
1.0 1.0 e U oo —
21087 08
go.s- igo.s
& .- HEA = - g
4 & ! 4
g D -~ DZXX R4 L C -- DSHEMH
0.24 —— DZXX10KZ4 0.2 —— DS10K#4
0.0

S 1 25 4567551 0133 4:e7 800
REL REL
FABBTFRRS TEERR B UEEKRS T EHEM;

CHEBRDTERM:;DITRMERD T BRI
Bl 4MASFEERNREGFENEMEREEEN
B0 (Hi 5d,n=6; /5 5d,n=3)

2.2 AFRS TG ERAF IR w

I IR T 20 Tifebs, Hbh ko E8iK
4525 5d X aniE (& 2A) Ry 4n e (&l 3A) A i /il
(& 4A) AT 15225 5d oA —E Rk E (&
2B & 3B & 4B),

40 (107 /L)
E4I RS (10°/L)

B B BB BB B BB
PR U Y Lt u
I@O‘L&QP S %&ﬁ&oﬁ*ﬁv@“
B 5, P<0.05 5 KA T e B A S JE i Al
FEEE, “P<0.05
B2 4MADFEERLHASdE(n=6)F1EH5dF

(n=3 )% 2K % M5 # B 48 B B9 % Wi

4 (10° /L)
K40 (10°/L)

O P B P B S S
DT

B B
@0 &(&v@ EREIN
o o B

SRS

&
-
00.9t

5P EMEE, P<0.05; KT E 8 KRAEE KA
FHEE , #*P<0.05
B3 4FMRXHSFEERELHE SdE(n=6)FEH ST
(n=3 )34 &K % 1M1 & 1 40 B B 52 0

15



2017

R EER R

B 40 5

1fn /M8 (10°/L)
now
S

s B AL, 'P<0.05
B4 4MASFEEREL SdE(n=6)M1EZ 5d 5
(n=3 )%} 2R G M5 # 1/NHRE 9 %20
2.3 4FRSFEERMNERKB G R
X IR ZH R R I IARR 2R M (B (AT ) AR 3R/, & DR
WAA—ENEREISER, ko8 8REsS
25 RIAR IR i A i — A R IRIR IS Ina %, ILIA 5.

BE Ll .- g

A . D .
- QKLJEE;&‘;E R [
05 ——  QKL10K4 0.6 —— SHL10KZA
0.6 0.6
7} o
T 0.4+ < 0.4
g < b
0.2 = =y 0.24 a S~
2 N
0. T T 1 0.0 T T T 1
1 2 §eoe % 5 6 1 2 §oee ¥ 5 6
0.2d FH -0.2- PN
109 o e HEA en EEA
= DSE4 109D -» D24
. — DS10KAA o —— D2X10K#
0.6 0.6
1) o
& 0.4 < 0.4 ---I-"‘ -
E - ]
0.24 0.24 ,£.<
o N
Otd
o ) 0.04— T = T 1
6 1 2 [ I3 5 6
-0.24 . R

o ATEIT R Ky 5 B BOWGE Ky & B
C L2 AR5y T Uil s D AT B0 K95 T 2 e

B5 4MASFEERWTREEBHEM(n=6)
2.4 AMKYTEERNTEALBESR ZHUN YA

4 MR FERBSE RO T8 EYE
— R, HRER B (E 6) 5 (B 7) 2S5k

A FEH (%)

s 5 AAMEL ' P<0.05; K5 T E B R4S H ik
AL, *P<0.05
Bl6 4MADFEERALSAE(A)FEASB)E
3R S B AEHE B & Ma (n=3 )

16

REASFERL (%)
EASFEHL (%)

4 N Nl B B B B B B
&2 @%’ @‘&2“3 @*“»@?@' @*“&%ﬁ & 4@%@&\%@*‘%@& R @f\&@@*‘%
A AR %&oﬁfoﬁ* &P @%\’01}*'01}4'

e B AEMEE, P<0.05; KT E SR A S FE A
AL, P<0.05
E7 4MXSFEERELRE SdFMEH S ENHE B

(£ )EHHZME(n=3)

RS IE B . 45245 54, P2 B T R RKT =405
RSy F&EERANIFIFEESS R G A e (B
6A ) , W HE FEATAT S 40 5 R0 8 S A Y 5 Ik Te 4%
th A T (& 7A) ;1525 5d 7 Friik 2, (508 % K5y
T8 B A I i Fe 25 (B 6B ), W8 LT 25 40 =
KoFERRNERELS(E B DEE.
2.5 ARRESTEERTERITH MG A

4 MRS FERERS R BRI FEAFZ, (H
BESZEUEZN. X T GPT &, 25 5d, i IF
RIFRAE DB IEEBEZ%EE (K 8A);
W 5d e, EHREWA BEHFRKSFEREA.
F&EA . W ERS & R RANIT R4 K
STERWRALHAFE1IHEHEHZEE (>450/0) (&

s
S S

GPT (U/L)
Now
1=}

=

B B BB BB BB B B B B B B B B B
LSS A IO
P RR 0¢+ of' o ot 97 M R &* o”*

HRARRLEITEER
El8 4F AN FEERALSAF(A)(n=6)F1E%5d 5
(B)(n=3)3t M F GPT A&

GOT (U/L)

E 5= HMEE, P<0.05
B9 4FAKSFEERAESAF(A)(n=6)F1E255d 7
(B)(n=3)3t % GOT KI5



4 il Bt B 4 MRS FERIRN EE S ALY

8B)., XIT GOT, FI24 5d,4 Fhit o i 5 ik 20 & 50y
MWEBESZEEE 2N (B 9A); BEKREM,E
FREWEA . P& 10K AEH 1G5 NHE 8
HE N (>350/1L) (& 9B) .
26 AFRSTEERTERTHRGH A

25 5d Ja .4 Bk 78 SN % % BUN [ 5
W EAE 2B MR 2N (<7.1mmol/L) (& 10A), {H
GHEtaS,; 5245d 5E —EWE, (BSR40 F
BEREEATNRE R5Eae (B 10B), X T Cr, 2§ 5d
R 24 5d W E B 1E 275 E 75l 2 N (<133pmol /L)
(E11).

5 A 59

1 JR % (mmol/L)
e &
i T

1R FEE (mmol/L)

T 5B AAMt, P<0.05; K> FESERAE R A
L, P<0.05
E10 4MRXSPFEERBHESAF(A)ELSAF(B)
(n=3)3t R % BUN K&

it YLAF Cumol/L)

S aAM, P<0.05
11 4FKDPFEERALSAF(A)FIEZ 5dF(B)
(n=3)3 & % Cr B9 T

27 ARKRSTEERMNE M B IR EIE

4 P G0 00 BRI R K 4y T B B O T R L
BH 5B 52 M, 6O A il R DAL /)N o A P S A (R
AR A s R AR A A B B . 25 5d e X R R IT
AHE 353 7= 2 MK B L I 75 28 1 s Rk A 4R E AT s T
ANRABRERRELA, BR EXSy T8 RRAR™
B EZ 5d WRRER TR E (18] 12), 24 5d
J& - QKL J5 i 28 T 248 I 3 3k A B KOk A8 e, i )
TR & AR 5 A8 5 QRL10K 2H T 4 it 3% 3w o 26 2 /K
fif 25 M 5 DS TR ik 20 I 20 B o o 42 & rp B UK B AR

JiZ BE WAL 14 s DS10K 20 I 241 g 345 3 420 & v 8 K i A
P 5 SHL Ji ik 28 JFF 240 e 7 i A P /K R A5 1k, S BINTE &
X /D E LA 40 4 M 7241 5 SHL10K. 245 7 48 Jifd 3% 3k
B KRR P s DZXX R, 4 i i 2 K B
As i, 2 BE 5 AR ME s DZXX10K ZH T 248 fif 34 3 450 25 7K
s, AR E X DB RIEAREHE . 525
5d J5 . QKL J5 g 45 T 28 M o ks 42 22 B 7K o 2 1
2 FE Bg 5 45 M 5 QRLI0K 2 BT 40 ity 3% i 4% &5 v BE K
i 2z v 5 DS I i 28 I 2 B ks v B R K b AR 1 5
FE B 15 45 1 5 DS10K 25 T 48 fifg 3% 3 45 B /K e 2
]z B W5 AR M SHL &R 40 I 40 i 42 BT R B A b
SHL10K 0 JF 41 fifg 3% iim 5 & 7K Brb 25 14 s DZXX JF % 41
FF 20 M % o 52 B K B AR i, T e B AR
DZXX10K 25 i 48 i 3% o 58 & A B /K b A 1 D& X
DELA RIE AR .
4 MERAFERE NS Ky FREA R, A2 E
AR 9 B/ INERORD S /N 350 HH B O () R B 1 8 T B 2
1, R EDLK Sy T & B TR AL R FE AR R, 15524 5d
MoRBERIFRE . B 13 AL, 4525 5d J5 . QKL JH i
HE/NEREIER , 2500 T K5 s QRLI0K A &
ANER RGBS TR) R I, B /N b S AR B AR K Bk, R IAL
BNE N ILAL S ;DS i, B/ EREs i IE
W, OB /NERN S RIS I, N b R A i R B K
Ji s DST0K 20 15 /N 3Kk 8 W 1Al Jog o o A Bl B /N BR v i
B /NE bR i R K i SHL SR 21 '8 /N ER 45 # 1F
OB/ NER B AR, BN B AR R R K
Jif s SHL10K 20 & /INER R & [B) it il , '8 /N 1 B2 4
MaiR K i DZXX R A /NERE IR, B/ NEk
B R R I, BN b R A M AR B UK B s DZXX10K
SR /INER N B R R 0, BN L B A e R K B o
52 5d J5 , QKL Rk 20 A ULAH (2 5+ s QKLI0K ZH '
ANER R VB AD SR I, BN B R AR B R K B, BT AL
B/NE N ILAL B3 H s DS TR 20 5 /N Bk 4 e 1E
W, OB/ NER B R R I, BN B R A I R R K
fif s DS10K 20 & /NER 45 by TR, B /BR8] TR R
i, "B/ b R an i 42 B /K B s SHL JE i 20 B /NER 2
B RS R I, N L B AT i 4R B UK B s SHL10K 21
B NER B T B I, A BRSNS B2
B 2 B 7K B s DZXX S 40 1 /N Bk e TR) O 9% I, B
N bR A MR B K B s DZXX10K 2 /N b R 4
i 2 P A i, Y T] I /D OB R A R

17



2017 4 R EER R 540 5

#“ehsd 5 1525 5d J5
JR 10K R 10K

3 iWtig

E RTINS R 25 13 5 71 ) = 2242
SR BRI A () DB N, P
20 T Bt 50 A At 2 R 1 XURG: 5
BV, HTREZHGES TN L
AT HARIT R, Rt K 5T i
B AT BE & % T AR IS M B Ay U, Sk
br b, KB o FW G, fTHH B 52
Frz e, A & Mt sE 1S 2R
0T £ B 10 AN U R = R R e
LIREFH B AR & o

SR, HR 2 G 5 K 4 F- W T
BB L E RN AR IRE . K
WFged, Ko FW A5
2 7 5 59 A 9 R g A R B R A
XS S Ok gy TR 10 5
BB Ky T B R AR Uk R AR
BN C10% AR B, @B 10 (55
8, ARSI ST A 257 B K 4y
TR EAEERNENE, 7S5
- SEEE Lok o~ s Lok ik EMKZEESRERR, =

AU NS TR A R NN

B0 A B B R AR A
KRR KA B R RO LA
TR A, BRI
B OB R RE 2,
B, XEFHERRAARET S R
/118

W2 B AR B
FRE, RIS B EOR . (FHE )8
[T Sl PO A e PN
Pylgie-soel s Koy F b T 5]
o (28) T B W, AR AT 7E R A ROt
SV T RE N A S 2R 43 B B A B
AR T G, RS 26 VR o 10 R
A EWFFEE, &5l GPT,
GOT JhE. M TEMMS ., Ko+
Yo % ] REFE 28 B /N Bk 5 B0E
ANERIS I N BRI AR, BRI RE
MG'E /N BT E/NKEA R

THS sa O SRy

XXzd

B 12 4 Feh 25 5E 55 o B A B4 9% T2 2% 0 ( 400X, B A : 125pmx90pm )

BRI

IO

Nei

THS

XXzd

18



41 B

AR5 4 TR 2 I FIR >+ E SRRV E B 4 2GS SRR T 5T

A, Ry T W et B /NER B BE M L 4 A% S B AR

i;‘fi’

Bz, WTEE TG ROT & b 25 4 70k
RoyTWRAZEERD, Hal R 25, AME

AIRE = S () U R, th B A BRI B &1k
RS 5 i £BR R F o A Btz .

SE Tk
[1] B & a2 B S TR M L. B RS5O KRN

(2]

[3]

[4]

(5]

[6]

[7]

(8]

[9]

WAE AR &5 (2014 4E) [J]. TP E 2% 171, 2015, 32
(4):252-256.

[ 56 b 24 5 B FL TR I k. 2015 4F 25 5 R RO
WE AR RS AL ()], TP EZS5 L2016, 27(25) : 3527.
BAWN. P2t R AL EENRAREE ()] cMTE
SR AER L 2009,32(6) 11213

BEOAEN. iR MR B R h A L e R a
RMED). BB E T (A S E AR, 2009,30(9)
60—61.

fTEE kb 55, B2, 5. Ky W ox) A 24 1 15
LA VEREMA ()], O AZG, 2014, 36 (4) : 855859,
BN, A2 Ml s . vh 25 B S R BT
PSR T (7] EE ST (R REIS R,
2011(8):56-57.

TRIEMW, SR, R S B S gk e ()], R
th 25k, 2015, 40 (14 ) : 2765 —2773.
ENTUE, R, k£ TS5, 7 P 253 B FIX Beagle
KRBT N [J]. PEF G2 E, 2010,19(20) :
18951898 .

RE . PG R AIBCAME B ARG SCER BT ()], RS
24,2014,12(1) : 86—88.

[10] BEABY, SR TS . B2 o 25 7 5 57 22 4 PR M BOR SR

[J1. WRE%ZG,2012,34(11) : 2201 —2205.

[11] B, ERA, AEF,F. 4 HERD FHAEFR

S5ERHNEZIT BT LB R (7). PEASIR,

[13]

[14]

[15]

[16]

[17]

[18]

[20]

2017,23(3):62—65.

ZFELCEERE R, F AR Ry TR AEE AN
FREER]. =mh EFEPEER, 2016,39(4) : 20—
25.

B .. PR 24 3 B R0 I 4 e R B RR R W IR A ROk 5
[Cl/HEBEREYSFTEReETEY KB H/ U
WAL R 6 e e g D R A 2, 20150 126,
XUIE B, B, R AR, 55 TR G S A e e T
FIERE[]]. T AkZh, 2016,38(8) : 1872—1874.
BEOYEN, f B, =AY g, % E O T e ¥ PVDF [ I
kAR 2y R R s A ()], kS, 2011,33
(11):1916—-1919.

ZEA I fHE, BY OV, & PVDFE BRI PR 2 8 932 4
RN AMEED (J. csMPEZER IR,
2010,33(6):43—46.

=F, BE, B, ML Y K75 AR
WA — B0 (], EFESN, 2017,8 (1):24-
27.

Choi JW,Kim IH,Kim YM,et al. Pyropia yezoensis
glycoprotein regulates antioxidant status and prevents hepa—
totoxicity in a rat model of D — galactosamine /lipopolysac—
charide —induced acute liver failure [J]. Mol Med Rep,
2016, 13(4):3110-3114.

TR, SR, sk, . b H K B A B gy A
W B Y s e Nz UL R AR S AT (). 2SR R
2009, 44 (8) : 885—890.

Rocsoreanu A, Cernea D, Simionescu C. E,et al. The
complexity of hemorrhage — generating factors in various or—
gans in acute kidney injury [J]. Rom ] Morphol Embry—
ol, 2016,57(2):491-494.

19



2017 4 =B PR B R £ 40 %

Repeated Dose Toxicity of Four Traditional Chinese Medicine Injections Rich in Macromolecules

YIN Hua, LI Yue, SI Jiging, ZHANG Lumei, DONG Xianxiang, YANG Rong, LV Xiaoman, DUAN Weigang
(Key Laboratory of Molecular Biology for Sinomedicine, Yunnan University of Traditional Chinese Medicine, Kunming 650500 Chnia )

ABSTRACT: Objective Four kinds of Traditional Chinese Medicine Injections (TCMIs) including Qingkailing, Danshen,
Shuanghuanglian, Dengzhanxixin rich in macromolecules were investigated to find their potential toxicity, and to prove that
macromolecular substances was one of the most important causes. Methods Four injections rich in macromolecules( =10 k) were prepared
with molecular sieves. Rabbits were randomly divided into blank control group, original injection group, and injection rich in
macromolecule group. Rabbits’ temperature was recoded with an ultra—red ear thermometer, and their weight was also measured, before
and 2 hours after intravenous administration every day. Intravenous administration was arranged once a day for 5 days. Then, 3 animals in
every group were sacrificed, and their blood and organs were collected. Routine blood test, blood biochemistry assay, organ coefficient,
body temperature, weight, and pathological investigation were made. The remaining animals without administration were used to observe
recovery for additional 5 days. Results The results of blood tests showed that, in injections rich in macromolecules groups administrated
for 5 days, some values of blood routine test(white blood cell, granulocyte, and platelet )and blood biochemical assay (GPT and GOP)
increased to some extent;rabbit’s weight decreased;body temperature increased;some injuries were found in liver and kidney tissue.
However, the abnormal value or injueries recovered to some textent. Conclusion The results suggested that, macromolecular substances
were harmful for liver and kidney function in rabbit.

KEY WORDS: traditional Chinese medicine injection; macromolecular substances; adverse reactions; repeated dose toxicity;

pathological investigation
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