1.1 Drugs and reagents

All botanical drugs materials of CF1 were procured from Hebei Jincao Pharmaceutical Co., Ltd. Donepezil Hydrochloride Capsules was obtained from Shandong Zibo Xinda Pharmaceutical Co., Ltd.(Catalog No. 240501);Aβ1-42 was obtained from Shanghai Yuanye Bio-Technology Co., Ltd. (CAS No.107761-42-2). Benzylpenicillin Sodium was obtained from North China Pharmaceutical Co., Ltd. (Catalog No. J3077401.).The following reagents were used: acetonitrile (Merck, Catalog No.1499230-935, LC-MS grade), methanol (Fisher Chemical, Catalog No.A456-4, LC-MS grade), ammonium acetate (Sigma, Catalog No.73594, LC-MS grade),ammonia water(Fisher Chemical, Catalog No. A470-500) PCR product quantification was performed using the Qubit quantification assay (Thermo Scientific). Assay kits for MDA, SOD, GSH [Nanjing Jiancheng Bioengineering Institute, China (Catalog No.A003-1-1, A001-3-1, A006-2-1)].

1.2 Animals

Animal experiments were performed in accordance with the Guide for the Care and Use of Laboratory Animals and were approved by the Animal Ethics Committee of Academy of Chinese Medical Sciences of Jilin Province. Fifty adult male SD rat (weighing 180–220g;8 weeks of age; SPF level) were purchased from Liaoning Changsheng Biotechnology Co., Ltd., China.(SCXK(liao)2020-0001). Five rats were housed in an SPF laboratory animal room at a constant temperature of 22–25℃ and 60 % humidity, with spontaneously access to food and water under a 12 h light/dark cycle. Groups of rat were acclimatized for 1 week before the experiment.

1.3 Instruments

WMT-100 (Chengdu Taimeng Software Co., Ltd.); Fully automatic brain stereotaxic apparatus(NeuroStar, Germany);high-speed centrifuge(Eppendorf Centrifuge5430R);Centrifuge(AB Triple TOF 6600, AB SCIEX);Ultra-high-performance liquid chromatography (Agilent 1290 Infinity LC, Agilent); Chromatographic column (ACQUITY UPLC BEH Amide,2.1 mm×100 mm, 1.7 µm); Balance (METTLER TOLEDO, AL124);Ultrasonic processor(Shenzhen Jie meng Cleaning Equipment Co., Ltd., JP-100); Agilent 2100 Bioanalyzer (Agilent, United States); NovaSeq6000 PE250(Illumina,United States); NC2000 Nanodrop (Thermo Scientific, United States); Upright optical microscope (Nikon, Japan); pathological microtome(Leica Instruments (Shanghai)Co.,Ltd.RM2016); Microplate Reader (Shanghai Kehua Laboratory Systems Co., Ltd.); T100 Thermal Cycler (Bio-rad,United States).
1.4 Drug preparation

The blending of the seven natural drugs in CF1 begins with an extremely meticulous process. First of all, this set of natural drugs is carefully mixed and then soaked in distilled water for 1.5 hours according to the volumetric-to-weight ratio (v/w), where the volume of distilled water is eight times the weight of the herbal materials. Subsequently, the mixture has to go through a precisely arranged series of steps: it is boiled for 0.5 hours first, and then simmered over a low heat for two hours. After that, the extraction is carried out one more time according to the above-mentioned process. After this complicated process, the resulting filtrate is carefully collected. The aqueous preparation obtained from CF1 is concentrated by a rotary evaporator until it reaches a final concentration of 2.1 g/mL, and this concentration corresponds to the weight of the original natural drug raw materials.
