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Clinical observation of Huaier granule adjuvant therapy for triple
negative breast cancer after mastectomy
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Abstract Objective: To study the influence of Huaier granule adjuvant therapy on immune function and postoperative
survival status in patients with triple negative breast cancer (TNBC) after modified radical mastectomy.
Methods: Ninety-five TNBC patients undergoing adjuvant chemotherapy after modified radical mastectomy

were divided into observational group (56 cases) and control group (39 cases). Patients in the observational group
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received oral administration of Huaier granule during and after chemotherapy and radiotherapy (20 g, 3 times
daily for 1.5 years), while those in the control group did not receive any traditional Chinese medicine preparations
during adjuvant therapy. The quality of life, disease free survival (DFS) during treatment and follow-up period and
serum T cell subset composition at 3, 6, 12 and 24 months after surgery between the two groups were compared.
Results: In observational group compared with control group, the improvement rate of Karnofsky score was
significantly increased and DFS was significantly prolonged (all P<0.05). There was no significant difference in the
percentage of CD3" cells between the two groups at any time points after surgery (all P>0.05), but the percentages
of CD4" and NK cells and CD4"/CD8" ratio in observational group were all significantly higher than those in
control group at each time point (all P<0.05). Compared with their preoperative value, in observational group, the
percentage of CD3" cells at 3 months after surgery of treatment was significantly decreased (P<0.05), but began
to return to normal 6 months later (all P>0.05), and the percentages of CD4" and NK cells and CD4"/CD8" ratio
were significantly increased during 6 to 24 months after surgery (all P<0.05); in the control group, the percentages
of CD3" cells were significantly reduced during 3 to 6 months after surgery (all P<0.0S), and began to recover
12 months later (all P>0.05), and the percentage of CD4" cells and CD4"/CD8" ratio were significantly lowered
during 3 to 12 months after surgery (all P<0.05).

Conclusion: For TNBC patients, Huaier granule administration during postoperative adjuvant therapy may help

improve the immune function, increase quality of life and prolong the DFS.
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Table 1[] Comparison of the general conditions between the two

groups of patients [n (%)]

2
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Table 2[0 Comparison of the postoperative survival of the two
groups [n (%)]
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Table 3(] Comparison of the T cell subset composition between

the two groups before and after surgery X+s

T n=56 n=39 t P
CcD3"
56.30#6.40 56.214+6.38 0.650 0.948
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Figure 1 Results of the flow cytometry analysis of the two groups[] [] A: Results from patient before surgery; B: Results from patient in
observational group at 6 months after surgery, showing activation of the NK cells; C: Results from patient in control group at 6 months

after surgery, showing inhibition of the NK cells
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3 6 1 2
cD3* 56.30=26.40 53.49+6.66" 56.324+6.48 57.08+6.70 57.01+6.55
CcD4' 28.11-+4.03 26.68-+4.01 30.17+4.10Y 30.62-+4.22Y 30.15+3.99"
CcD4'/CcD8* 1.1240.11 1.16+0.15 1.26+0.14" 1.2240.13" 1.18+0.12"Y
NK 8.57+1.52 8.72+1.56 14.02+1.95" 14.0142.05" 10.20=+=1.66"
CD3" 56.21-+6.38 53.26-+6.24" 54.43=46.32Y 55.35+6.53 56.31-+6.25
cb4* 28.09-+3.11 23.3743.04" 24.32-+3.05" 25.53+3.28" 28.11-+3.16
CD4'/CD8" 1.1140.11 0.90-+0.10" 0.93=+0.09” 0.970.11" 1.1140.12
NK 8.53+1.68 5.51=+1.55" 6.09=+1.63" 8.41+1.79 8.53+1.66
) P<0.05
Note: 1) P<0.05 vs. pre-chemotherapy
3 A549DDP
[11]
TNBC 12%~17%" Wang ™%
Bl TNBC mTOR/S6K
50% (131
[‘” MCF-7 ER+ MDA-MB-231
[5-8) TNBC ER-
3 - Zhang "
5 DFS MDA-MB-231 ER-
3
3.1 TNBC ER
TNBC ER PR HER-2
DFS
I Kong [
DFS 33.4+2.8 1
DFS 30.2+3.4 11 MDA-
DFS 26.8+2.6 MB-23
30.1+3.1 27.54+2.3 23.7%+3.0 387
P<0.05 71 226 161
CTF + GO Pathway
+ v
3.2
T
[8-9]
CcD3* T
MCF- CD4" T
7/A MDR21 CcD8" T T

httpo/ipwamegroups.com



722

25

CD3" CD4"

CD4" CD4'/CD8" 3

NK

NK

NK

[16]

[17]

NK

Th/Ts
IFN-ax vy

KPS
6 KPS
6 KPS

[18]

[19]

DFS

©

CD4'/CD8"

[20-21]

[1]

[2]

[3]

(4]

[5]

[6]

[71

(8]

[9]

[10]

[J1.
, 2015, 37(1):47-50.

Zhou QF, Wu HM, Wang RF, et al. Research progress of triple
negative breast cancer[J]. Beijing Medical Journal, 2015, 37(1):47-
50.

. . ) 1 [

, 2015, 24(8):1211-1212.
Wang ZY, Wu X, Yang LY, et al. Contralateral metastasis in one
case with triple negative breast cancer after surgery[J]. Chinese
Journal of General Surgery, 2015, 24(8):1211-1212.
McNamara KM, Yoda T, Takagi K, et al. Androgen receptor in
triple negative breast cancer[J]. J Steroid Biochem Mol Biol, 2013,
133:66-76. doi:10.1016/j.jsbmb.2012.08.007
[4. , 2014, 23(11):1578-1580.

Huang K, Chen X. Analysis of clinicopathologic features and
prognosis effects of triple negative breast cancer[J]. Chinese Journal
of General Surgery, 2014, 23(11):1578-1580.
De Laurentiis M, Cianniello D, Caputo R, et al. Treatment of
triple negative breast cancer (TNBC): current options and future
perspectives[J]. Cancer Treat Rev, 2010, 36(Suppl 3):S80-86.
Luck AA, Evans AJ, Green AR, et al. The influence of basal
phenotype on the metastatic pattern of breast cancer[J]. Clin Oncol
(R Coll Radiol), 2008, 20(1):40-45.

) ) , v [J1.

, 2003, 12(12):754-755.
Zhong SW, Jiang HL, Liu X, et al. The Effect of Huaier Granule in
the Treatment for Breast Cancer Stage IV[J]. Bulletin of Chinese
Cancer, 2003, 12(12):754-755.
Ren J, Zheng C, Feng G, et al. Inhibitory effect of extract of fungi
of Huaier on hepatocellular carcinoma cells[J]. J Huazhong Univ

Sci Technolog Med Sci, 2009, 29(2):198-201.

[D]. : , 2012:9,21.
Zhao QQ. Study on anti-angiogenesis in transplanted human breast
cancer of nude mice by metronomic cyclophosphamide combined
with trametes robiniophila murr[D]. Dalian: Dalian Medical
University, 2012:9,21.
. SUM-159
[31. , 2013, 35(11):1107-

’ ’

1110.
Hu BQ, Tang P, Qi XW, et al. Effect of Huaier ointment on stemness

in breast cancer cell line SUM-159[J]. Acta Academiae Medicinae

httpo/ipwamegroups.com



723

Militaris Tertiae, 2013, 35(11):1107-1110.
[11] , , .o A549
[4. , 2001, 24(8):503.
Huang T, Kong QZ, Lu HD, et al. Apoptosis in human lung
adenocarcinoma A549 cells induced by Huaier ointment[J]. Chinese
Journal of Tuberculosis and Respiratory Diseases, 2001, 24(8):503.

[12] Wang X, Qi W, Li Y, et al. Huaier Extract Induces Autophagic Cell
Death by Inhibiting the mTOR/S6K Pathway in Breast Cancer
Cells[J]. PLoS ONE, 2015, 10(7):e0131771. d0i:10.1371/journal.
pone.0131771

[13] . MCF-7(ER+) MDA-MB-
231(ER-) [D]. , 2013:42-43.

Ji CY. Experimental study of huaier particles affecting on human
breast cancer cell MCF-7(ER+) and MDA-MB-231(ER-)[D].
Hengyang: University of South China, 2013:42-43.

[14] Zhang N, Kong XL, Yan S, et al. Huaier aqueous extract inhibits
proliferation of breast cancer cells by inducing apoptosis[J]. Cancer
Sci, 2010, 101(11):2375-2383.

[15] Kong X, Ding X, Yang Q. Identification of multi-target effects of
Huaier aqueous extract via microarray profiling in triple-negative
breast cancer cells[J]. Int J Oncol, 2015, 46(5):2047-2056.

[16] , :

[3]. , 2007, 34(7):943-944.
He B, Cai MM, Wu YB. Clinical observation of Huaier granule
on quality of life and immune function in patients undergoing
chemotherapy[J]. Liaoning Journal of Traditional Chinese
Medicine, 2007, 34(7):943-944.

[17] : : [J1. ,
2003, 24(1):101-103.

Cheng RC, Wang JZ. Research and Manufacture and Clinical
Application of Trametes Robiniphila Murr[J]. Journal of Kunming

Medical College, 2003, 24(1):101-103.

©

[18] , , :
[4. , 2005, 14(7): 487-488.

Yuan M, Huang GL, Li ZG, et al. Effect of Combined Huaier
Granule and Chemotherapy on Immunity in Patients with Colorectal
Carcinoma Postoperation[J]. Bulletin of Chinese Cancer, 2005,
14(7):487-488.

[19] , : :

[9]. , 2004, 11(6):512-515.

Zhang YB, Zhang GQ, Wang JS, et al. Function and clinical
application of Huaier plaster in comprehensive therapy of breast
cancer[J]. Chinese Journal of Clinical Oncology and Rehabilitation,
2004, 11(6):512-515.

[20] : : :
[3. , 2015, 17(7):110-112.
Pan C, Xi PC, Huang G, et al. Mechanism of anti-cancer effect
of Huaier ointment[J]. Modern Medicine Journal of China, 2015,
17(7):110-112.

[21] , , . [a1.

, 2015, 21(12):1607-1609.

Lu MQ, Lu HD, Kong QZ. Research progress of Huaier in treatment
of malignant tumors[J]. Chinese Journal of Basic Medicine In

Traditional Chinese Medicine, 2015, 21(12):1607-1609.

[31. , 2016,
25(5):717-723. d0i:10.3978/j.issn.1005-6947.2016.05.016
Cite this article as: Lei SS, Wang Y, Gu XW, et al. Clinical observation
of Huaier granule adjuvant therapy for triple negative breast cancer
after mastectomy[J]. Chin J Gen Surg, 2016, 25(5):717-723.
doi:10.3978/j.issn.1005-6947.2016.05.016

httpo/ipwamegroups.com



