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Regulatory effect of a Chinese medicine prescription Hu Qi Shan
on the telomerase activity in hepatic precancerous lesions in rats
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(1. Department of Experimental Animals, 2. Department of Pathophysiology, Capital Medical University, Beijing 100069 )

[ Abstract] Objective To explore the possible mechanism of action of telomerase in hepatic precancerous lesions,
and the regulatory effect of a Chinese medicine prescription HU Qi Shan (HQS) and its principal drug mistletoe alkali on
the telomerase activity in rat liver tissues. Methods  Rat model of hepatic precancerous lesions was established by Solt-
Farber two-step protocol. The model rats were randomly divided into 5 groups, including the model group, high-dose HQS
[8 ¢/(kg-d) ] group, low-dose HQS [4 ¢/(kg-d)] group, and mistletoe alkali[ 8 mg/(kg+d) ] group. y-Glutamy-
transpeptidase (y-GT) was analyzed by immunohistochemistry. AFP was detected by immunofluorescence technique. The
telomerase activity was detected using a quantitative telomerase detection kit. The expression of NF-kB P65 was detected by
immunohistochemistry. The cytoplasmic protein IkB-a was detected by western blotting. Results  After treated with HQS
and mistletoe alkali, the areas of y-GT-positive foci and number of AFP-positive cells in the liver tissus were significantly

decreased than those of the model group (P <0. 05 for both) , the telomerase activity was decreased, the number of NF-kB
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P65-positive cells was also decreased (P < 0.05), whereas the intracytoplasmic expression of IkB-a proteins was

significantly increased ( P < 0.05). Conclusions

HQS and mistletoe alkali can suppress the telomerase activity. lis

possible mechanism may be through inhibition of the over-expressed apoptosis-related genes such as NF-kB P65 and

increase the expression of IkB-a decreasing the telomerase activity.
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1A IEH 2 1B A2 (DEN +2-AAF + PH) ; 1C: HQS KAIIAYT [8 g/ (kg-d) ];
1D:HQS /NAHESTE [4 o/ (kg-d) 15 1EAMAFE SR [8 mg/ (kg-d) ]. HE B{f x200,
B 1 MO R 2 2 AR BT DEN 75 509 R RUHFAECAE . #5R =20 pm
Note. IA: Normal control; IB: Model group ( DEN +2-AAF + PH) (1B) ; IC: High-dose HQS-treatment (8 g/kg-bw) group;
ID : Low-dose HQS (4 g/kg b. w. ) treatment group; IE; HQS and mistletoe alkali treatment group.
i HE Staning.
TR T ; 3 e v AR IR A ’

Il [4 ¢/ (kg-d) 15 2E M54 S84 [8 mg/(kg-d)]. x100
B2 i O R 251 A A S DEN 755 9 K BURFIE v-GT i35k
Note. 2A: Normal control; 2B: Model group (DEN + 2-AAF + PH) ; 2C: High-dose HQS (8 g/kg. bw. ) group; 2D: Low-dose (4 g/kg b. w.)
HQS treatment group; 2E: HQS and mistletoe alkali treatment group. group. The red stained areas are the y-GT-positive foci. For details see text.
Fig.2 ~v-GT expression in the rat liver tissues treated with HQS and mistletoe alkali



40

P LA R A 4R 2016 4E 10 A48 26 #5510 ] Chin J Comp Med, October 2016, Vol. 26. No.

10

® o

3A:IEH ;3B AL (DEN +2-AAF + PH) ;3C.HQS KFIEIAITH[8 o/ (kg-d) 153D HQS /NAIAYTAI[4 ¢/ (kg+d) 15

3E M A A B[ 8 me/ (kg-d) ]. QAP TR AFP PR A LRI, B E M F AR QA Y i G, x200
B3 M HU R 25 A S DEN 755 i K BRUFIE A AFP (9338

Note. 3A: Normal control; 3B; Model group ( DEN +2-AAF +PH) ; 3C: High-dose HQS (8 g/kg b. w. ) group; 3D; Low-dose HQS

(4 g/kg b. wireatment group; 3E: Mistletoe alkali treatment group.
Fig.3 The expression of AFP in the DEN-induced rat liver tissues treated with
HQS and mistletoe alkali. Green fluorescence indicates positive

intracytoplasmic expression of AFP with blue-stained nuclei.
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A activity of telomerase (ug/L)
A
L

(]
T

A B C

A IER AL B BIRIZL(DEN +2-AAF + PH) ; C:HQS /INAlAYT AL [4 ¢/ (kg-d) J5D:HQS KA HIAITALL8 o/ (kg-d) ] B HiH2F
A SBR[ 8 me/ (kged) ], GORAIME s dREE IR, T ARSI L2 A G4 (P <0.05),

B4 DEN 550K U IEZH b b s P Y 23k
Note. A: Normal control; B; Model group (DEN + 2-AAF + PH) ; C: Low-dose HQS(4 g/kg b. w. ) treatment group;
D. High-dose HQS (8 g/kg b. w. ) group; E: HQS and Mistletoe alkali treatment group. Results are expressed as
means =s. * P <0.05, compared with the model group.

Fig.4 Effcct of HQS and mistletoe alkali on the expression of telomerase in DEN-induced rat liver tissues
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SAIER A ;5B A4 ( DEN +2-AAF + PH) ;5C. HQS KFIHIAITH [8 o/ (kg-d) ]}
5D:HQS /NRIEAYT L[4 g/ (kged) ]55E 2748 SK4L [8 mg/(kg+d) ].
5 M EEHOR IR 2 a2 8% DEN 95 5 1 K BRUIFIEH NF-B P65 19383k, %200, (F7/ =20pwm)
Note. 5A; Normal control; 5B; Model group (DEN +2-AAF + PH) ; 5C; High-dose HQS (8 g/kg b. w. )

treatment group; 5D: Low-dose HQS (4 g/kg. bw) treatment group; S5E . Mistletoe alkali treatment group.
Fig.5 Expression of NF-kB P65 in the DEN-induced rat liver treated with HQS and mistletoe alkali

A B C D E

A IEH 4 ;B A (DEN +2-AAF + PH) ;C HQS K IAIFH[8
&/ (kg-d) ]; D HQS /NRHAITFA[ 4 o/ (kg-d) ] 5 E A7 BV L
[8 mg/(kg-d) ].

6 it ECHIC R HOR 2 Ay A BN DEN

PR BUIFEL ZUK S R A IkB-o (R 5K

Note. A: Normal control; B: Model group ( DEN +2-AAF +PH) ; C:
High-dose HQS (8g/kg. bw) treatment group; D Low-dose HQS (4 g/
kg. bw) treatment group; E: Mistletoe alkali treatment group.
Fig.6 HQS and mistletoe alkali enhanced the expression of

IkB-a in the liver tissue with DEN-induced alterations.
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