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[ Abstract] Objective To investigate the safe dosage of triptolide for C57BL/6-Ins2 Akita mice and its effect on
delaying the progression of diabetic nephropathy. Methods The male C57BL/6-Ins2Akita mice and C57BL/6] mice
were selected in this experient, From 8weeks old they were examed blood glucose, blood pressure every 4-5 weeks,24
hour urine albumin, serum creatinine ,urea, lipids and liver function were checked every 8 weeks,in order to determine
the time for the occurrence and assessment of diabetic nephropathy. At the same time , we intragastrically administrated 8-
week-age C57BL/6-Ins2 Akita mice with 100,200,400,800 wg + kg ™' - d ™' for 14 days. Observing the acute toxic reac-
tions and calculating the LD, by bliss. Based on above experiments and references,we decided to intervene 24-week-age
C57BL/6-Ins2 Akita mice with 25,50,100 pg - kg™ - d™' for 8 weeks. And set the blank control and wild control
groups. Meanwhile , we collect urine to detect the urinary albumin excretion rate for 24 h,and urinary protein/creatinine,
following by collecting the blood to detect some indexes such as the creatinine, urea nitrogen and serum albumin after
killing the mice. Results The level of urinary albumin excretion rate, blood sugar, triglyceride and Cholesterol in
C57BL/6-Ins2 Akita mice were higher than those in C57BL/6J mice at all ages( P <0.05) ,while the level of serum al-
bumin was lower than that of C57BL/6] wild mice. The gap was gradually drawn apart with age increasing. However, the
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'+ d™'. Compared with the con-

creatinine did not show the ascendant tendency. The value of LDy, is 356.45 pg - kg~
trol , the high,medium and low triptolide experiment groups have less urinary albumin excretion rate with a statistically
significant difference in high dose group( P <0.05). Serum albumin increased following the reduction of albuminuria.
The serum albumin of HDG group increased by 2.5 g/L compared with CON group, which is statistically significant( P <
0.05). There was no statistically significant difference in body weight,urine amount for 24h,kidney weight, blood sugar,
blood creatinine ,urea nitrogen, triglyceride and cholesterol etc between experiment and control group. Meanwhile, me-
sangial area/capillary loop area as well as the glomerular mesangial membrane expansion rate in high dose group are ob-
viously under the blank control group( P <0.05) while no statistically significant difference was observed in low and me-
dium groups. Conclusion Within safe dosages, high dose triptolide can reduce the albuminuria, alleviate accumulation

of mesangial matrix and increase blood albumin in C57BL/6-Ins2Akita mice, toxic reactions are prone to occur with

higher doses.
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MR EERN 2 ~3 H/%8 (R F:30 em x
18 em x 16 em) o H R EHIK, BURL R IR 3R, 1]
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FERRIGNT H, % C57BL/6-Ins2 Akita /)N BRI R 975 ' 96
BALHEA TIPAS LA B T AT F R Tl s L
1.3.2 HAMHRAZ 14d 2 tss 8 4
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HHHRMEAR(UAER) .
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2 C57BL/6-Ins2Akita /Nl 5 CS7BL/6J Hf2f:
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FEVRIYFE A R T HUA YT S, WT-CON
CON ,LDG MDG HDG 41z 8] 24 h JR % (A HEME 2R
X (B 3) 397 e LDG \MDG HDG #411¢) 24 h JR i
A HEIER 5 CON 4IF#AIL, Hh HDG 411925 5%
AGit L (P <0.05), BRI, 5K
TR K15 5148 5, HDG 4% CON 4 I35 75 &
FK &2y 2.5 ¢/L, 2R A% L (P <
0.05) (I 4), LAV 100 pg « kg™ - d " ITEL
JHEH 22X} C57BL/6-Ins2 Akita /N GUEE 11 % 1 T 125 AL
THIHE K0T A B R R RO . X TR
.24 h R B IR AL OB ALEF R R A Sk
Hh JHE RS R, LDG MDG HDG £ 5 CON 412
[ 2 A LA, 22 S o2 (K 2) .

R1 & RE CSTBL/6-Ins2 Akita SE7EHY/NR Y CSTBL/6] B AR BN AR ALTEFR Y LLE (% £ 5)

- B B ki MHEEEA =Rt JR e U MRER 2 h R E AR
(mmol/L) (¢/L) (mmol/L) (mmol/L) (pmol/L) (mmol/L) (py/24 h)

FARY 8 8 13.23£2.96"  26.63 £1.06" 2.06 +0.63" 2.92+0.39 6.13£0.99* 12.47 £1.48° 65.16 +24.78

16 8 22.34£5.80"  28.38+1.60" 2.51 £0.65" 3.16£0.33 6.38 +2.00" 14.63 £2.12* 143.46 +£56.49°

24 8 3416 £3.67"  28.50 £1.60" 2.88+£1.06" 3.50 £0.56" 6.00 +1.85" 14.70 £2.42* 220.02 £50.05"
BrrEA 8 8 6.25+0.9% 34.38+2.07 1.30 £0.32 2.78 £0.49 8.38+1.69 9.83+1.55 47.32 £11.40

16 8 6.49 £1.17 34.63+1.85 1.26+£0.29 2.86 £0.50 9.38+2.13 9.43+1.10 56.24 £13.38

24 8 6.76 £1.47 35.63+2.20 1.24+0.28 2.87+0.44 9.50 £3.02 9.712+1.39 55.25 £15.36

B+ IR E A R, °P <0.01,"P <0.05
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0.05;5 MDG #4{[b%5,°P <0.05
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CON 2 7 g 11 FE/ 6 20 00 45 48 1 RO 1 1% {2 R
A HDG AR A G L (P <0.01) 3697 )5
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R, 5 WT-CON 20 %F H, CON 41 (1) B /NER 2 i X
Yok Hei) hy 27.25% £10.51% ,100 pg + kg ™'+ d™'
WP RERRIT 2 AR, B/NKRBEXY 5K
% CON 4LF#AK, J 13.25% +6.58% , 2% 54 H 5
R (P<0.01)(%£3),
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C57BL/6-Ins2 Akita/ iR o iZ S A /D R A & = N

R2 BUZEAHCIERHIXT L (2 £5)
) REOY R 2 hRa B Edia ik LA MRER =REH TR Rz
(mL) (Left;mg) (mm Hg) (mmol/L) ( pmol/L) (mmol/L) (mmol/L) (mmol/L)
WT-CON 4 8 2641320 1.20£0.47  233.32:23.43 117.89£7.41  5.90:1.40  9.00£3.38  9.19:0.60 1.39£0.26  2.91£0.47
CON 41 8 20.39+2.50  22.36£6.31  334.46£56.51 125.30£6.84 41.18£6.69  6.13£3.00  15.10£2.73  2.88+1.25  3.47:0.47
DG 4 8 4.97+3.17  24.53£5.14  232.72:+43.16  129.18+8.72  37.2126.73  6.00£1.31  13.47+1.86  2.37:0.74  3.49:0.59
MDG 41 8 25.52£2.63  22.82:4.59  233.10£36.20 120.56£9.37 43.40£3.04  6.88£2.17  15.15£3.02  2.59:0.92  2.92:0.46
HDG 41 8 25.20£2.34 25.26£3.27  330.5250.10 127.60£6.98 43.75£3.32 675191  15.74£2.86  2.88:1.17  3.18:0.33
%3 C57BL/6-Ins2 Akita /)N ZH VR EL MG E ST HTAS R (5 5)
- - . TANERRT  ANERVEANE  PAS REAMK
ikl AR BRI (um®) FIEER(pm’) () Wi FRH(%)
WT-CON 4] 8 3838. 17 +675.90 3208. 11 £517.74 630.05 +195.91 5.97+1.61 0
CON 4 8 3860.04 £633.57 3419.44 £586.07 440.59 +81.91° 9.03 £2.01" 27.25 £10.51"
LDG 4] 8 3785.28 +266. 68 3345.53 £213.38 439.74 £66.27 8.39+1.08 -
MDG 41 8 3497.88 +385.39 3037.42 £282.56 460.45 £141.78 7.88£1.93 -
HDG 4] 8 3802.84 £622.91 3264.11 £560.37 538.72 £142.29 7.02+1.86° 13.25 £6.58°

5 WT CON 41H#,°P <0.05,"P <0.01; 5 CON 41 H#, °P <0.01
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C57BL/6-Ins2 Akita /N LY R 11 7K F 9] 5 25 T 57
AT B2, LBl R R 3854 2 PR M4 Ko s BEASE
BT R I T FAZE DN AL FR EAREE BT
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DRl B b /N BB R Ak R Tl BE B A

C57BL/6-Ins2 Akita /s §l&—A LA Ra s i 1
Wi PR BRI AT MRS AT PR T 8
JHE 25 T TR B ) AR (), AR Sk e
JFEH LDy {2l 356.54 pg - kg ™' - d 7' Hid4E LD,
FHAMAIF S R R 1% 25,50 100 pg « kg ™' - d 7!
AR B A TE 100 pg - kg™ - d AR
IRITA R, 45 R B T 20 e TR B3R Y7 R & A g
LB IR YT B A A o X 5 TR A T
FUAENE PRI Hh— 35, 7004 19 e 430 02 77 A e L R0YA
I7 P )
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