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[bookmark: _Toc8935]1. Study Abstract
[bookmark: _Toc14112]1.1 Study Name
Acupuncture in the Treatment of Parkinson's Disease: A Prospective Randomized Controlled Clinical Trial
[bookmark: _Toc10405]1.2 Study Objective
To investigate the clinical efficacy of acupuncture treatment in patients with Parkinson's disease.
[bookmark: _Toc31162]1.3 Study Design
This is a parallel, two-arm, randomized, single-blind trial.
[bookmark: _Toc17661]1.4 Sample Size
58 Parkinson's disease patients; 46 healthy controls.
[bookmark: _Toc22881]1.5 Patients
[bookmark: _Toc25755]1.5.1 Inclusion Criteria
(1) Patients diagnosed with Parkinson's disease according to Western medical diagnostic criteria;
(2) Aged between 25 and 80 years;
(3) Hoehn & Yahr stage I-IV;
(4) Alert consciousness, stable vital signs, no significant cognitive impairment, and no significant hearing impairment;
(5) Signed written informed consent.
[bookmark: _Toc10474]1.5.2 Exclusion Criteria
(1) Patients with Parkinsonian syndromes (e.g., vascular, drug-induced, toxic) or parkinsonism-plus syndromes (e.g., progressive supranuclear palsy, multiple system atrophy, dementia with Lewy bodies, corticobasal degeneration);
(2) Patients with significant comorbid medical conditions, such as severe hepatic or renal impairment, hematological diseases, active malignancy, uncontrolled endocrine disorders, or chronic pain conditions;
(3) Participation in any other interventional clinical trial (investigational drugs or acupuncture);
(4) Presence of psychiatric disorders;
(5) Deafness or any other condition that would significantly impede communication;
(6) History of alcohol abuse or drug abuse;
(7) Pregnancy or planned pregnancy.
[bookmark: _Toc11380]1.6 Treatment Protocol
Patients enrolled in the study will continue their pre-enrollment medication regimen.
Treatment Group: Will receive acupuncture therapy in addition to baseline treatment.
Control Group: Will receive sham acupuncture in addition to baseline treatment.
Healthy Control Group: No intervention; baseline ultrasound and MRI assessments only.
[bookmark: _Toc26916]1.7 Efficacy Assessment
[bookmark: _Toc29470]1.7.1 Primary Outcomes 
Unified Parkinson's Disease Rating Scale Part III (UPDRS-III). Overall improvement in motor symptoms among Parkinson's disease patients in both groups post-treatment will be determined by comparing UPDRS-III scores.
[bookmark: _Toc4931]1.7.2 Secondary Outcomes
(1) Improvement in non-motor symptoms before and after treatment will be assessed using changes in NMSS scores. Changes in quality of daily life before and after treatment will be evaluated using PDQ-39 scores.
(2) Changes in motor function before and after treatment will be assessed using deep learning-based markerless motion capture (mocap) and the Synapsys human postural balance system.
(3) Improvements in muscle tone before and after treatment will be assessed by measuring changes in elastic force of affected limb muscles via shear wave elastography (SWE). Changes in substantia nigra hyperechogenicity and cerebral hemodynamics will be assessed using transcranial sonography (TCS).
(4) Differences in standardized brain function and microstructural improvements between the treatment and control groups before and after treatment will be analyzed using resting-state functional MRI (rs-fMRI) and diffusion tensor imaging (DTI). Changes in the substantia nigra and locus coeruleus before and after intervention will be analyzed using susceptibility-weighted imaging (SWI) and neuromelanin-sensitive MRI (NM-MRI). Sciatic and tibial nerve damage will be assessed using multi-parameter quantitative MRI (qMRI).
(5) Changes in serum levels of SOD, GSH-PX, TNF-α, IL-6, IL-1β, TGF-β1, neuronal α-synuclein monomers and aggregates, peripheral blood mononuclear cell (PBMC) single-cell transcriptomics, and three refined components of neuronal α-synuclein and 5-HT expression levels carried by brain extracellular vesicle subpopulations before and after treatment will be assessed to determine improvements in the patients' internal milieu.
[bookmark: _Toc15883]1.7.3 Safety Evaluation Criteria
Complete blood count, thyroid function, liver function, renal function, adverse events (AE), and serious adverse events (SAE).
If a subject withdraws due to adverse reactions, the reason for withdrawal must be documented and relevant data properly retained. Adverse reactions during the study implementation, including needle syncope, needle breakage, hematoma, infection, their severity, and management approaches, will be recorded and the treatment method evaluated accordingly. For cases discontinued or excluded due to serious adverse events, complete the record form detailing the reason for discontinuation, the date of the last treatment, and the assessment items completed. Cases discontinued due to adverse reactions shall be included in adverse reaction statistical analysis.
[bookmark: _Toc3001]1.8 Statistical Methods
Data analysis will be performed using SPSS 24.0 statistical software. All statistical tests will employ two-tailed tests, with P values less than 0.05 indicating statistically significant differences.

[bookmark: _Toc10633]2.Background
Parkinson's disease (PD) is a lifelong progressive neurodegenerative disorder characterized clinically by resting tremor, muscle rigidity, bradykinesia, and postural gait balance disorders, often accompanied by depression, constipation, pain, hyposmia, and sleep disturbances. As the disease progresses, both motor symptoms and non-motor symptoms (NMS) worsen progressively. In later stages, motor complications such as diminished drug response, "on-off" phenomena, and dyskinesias frequently emerge. Patients with advanced PD often experience severe impairment of daily activities due to balance disorders, falls, freezing of gait, dysphagia, and speech difficulties, leading to loss of independence, prolonged bed rest, and significantly diminished quality of life1.According to the Global Burden of Disease Study, neurological disorders are currently the leading cause of disability worldwide, with PD identified as the fastest-growing among them2. With the aging of China's population, the number of PD patients in China is projected to reach 5 million by 2030, accounting for approximately 50% of the global total, imposing substantial economic and psychological burdens on families and society3.
The etiology and pathogenesis of PD remain unclear, though it is widely believed that the primary pathological changes involve progressive loss of dopaminergic neurons in the nigrostriatal pathway and the formation of Lewy bodies/Lewy neurites within non-nigral central neurons. PD diagnosis relies primarily on clinical data such as medical history and physical examination, with a high rate of misdiagnosis in early stages. The prevalence of PD in China among individuals over 60 years reaches 1.7%, with a trend toward younger onset in recent years, and a higher prevalence in males than females4. Based on age of onset, PD can be classified as early-onset PD (EOPD, onset age ≤50 years) and late-onset PD (LOPD, onset age >50 years), with EOPD accounting for 5-10% of cases. These two groups demonstrate significant differences in clinical manifestations, genetic characteristics, disease progression rate, response to dopaminergic therapy, and prognosis5, 6. Studies have found that LOPD presents with more typical initial symptoms, with mixed symptoms of tremor, rigidity, and bradykinesia being more common than in EOPD. In contrast, EOPD presents with relatively atypical symptoms and greater clinical heterogeneity, characterized by focal dystonia, higher risk of non-motor symptoms and motor complications, slower progression, longer disease duration, and poorer quality of life7.
According to the "Criteria for Diagnosis and Efficacy Evaluation of Senile Tremor Syndrome in Traditional Chinese Medicine" formulated in 1991, PD is classified as "tremor syndrome"8. Traditional Chinese Medicine views acupuncture as a distinctive therapeutic modality that unblocks the body's meridians, connects the interior and exterior, circulates qi and blood, and connects the zang-fu organs, thereby achieving a state of yin-yang balance. The acupuncture technique employed in this study ingeniously integrates the characteristics of the long needle, large needle, round-sharp needle, and filiform needle from the nine needles of the Yellow Emperor's Inner Canon, employing the "five needling methods" as the operational technique, and utilizing the zang-fu theory and meridian theory as the diagnostic and therapeutic framework, aiming to combine the disease location, needling technique, and needle selection to achieve targeted treatment. Clinical operation emphasizes "lightness" and "speed" — selecting few but precise acupoints, with gentle manipulation and minimal stimulation; rapid insertion, rapid manipulation, no needle retention, and short treatment courses9. Previous studies have demonstrated that this treatment protocol improves both motor and non-motor symptoms in PD after 4 weeks of treatment10. Clinical experimental studies indicate that acupuncture can mitigate damage to substantia nigra dopaminergic neurons by regulating the body's oxidative stress response, inflammatory response, and α-synuclein levels11. According to reports, acupuncture can modulate cerebellar-thalamo-cortical (CTC) neural pathways to alleviate tremor symptoms in PD patients12. Additionally, acupuncture has been shown to enhance the efficacy of levodopa preparations, reduce the required dosage, and minimize associated adverse reactions13. Therefore, acupuncture treatment achieves the effects of improving PD symptoms, reducing complications, and controlling disease progression. Compared with modern medicine, acupuncture offers significant advantages including remarkable efficacy, high safety, simple operation, broad applicability, and cost-effectiveness, with greater developmental potential in future medicine.
Transcranial sonography (TCS) is an emerging non-invasive neuroimaging technique that combines transcranial B-mode ultrasound with Doppler ultrasound, imaging intracranial structures through the temporal and occipital windows while simultaneously detecting hemodynamic features, demonstrating significant potential in the diagnosis and evaluation of PD14. Muscle shear wave elastography (SWE) has also been increasingly applied in the assessment of PD to investigate structural and functional changes in the muscles of PD patients15. Furthermore, recent studies indicate that deep learning-based markerless motion capture (mocap) demonstrates good accuracy in capturing human movement, showing great potential in biomechanical research and promising to become a powerful tool for assessing motor symptoms in Parkinson's disease16. Brain extracellular vesicle technology has received extensive attention in recent years17. Studies show that total α-synuclein carried by brain extracellular vesicles has higher diagnostic accuracy for PD than free α-synuclein and total vesicle-carried α-synuclein18. Current diagnostic accuracy using mixed populations of extracellular vesicles for PD can reach AUC 0.7519, but still cannot meet clinical needs. Investigating specific biomarkers carried by brain extracellular vesicles has high value and potential for discovery.
This protocol provides new research approaches for the diagnosis and treatment of PD. Using disposable sterile acupoint needles (Chongqing Medical Device Approval: 20202200072), acupoints are selected according to meridian differentiation based on the motor and non-motor symptom characteristics of PD, with needling applied according to the method, to determine the optimal treatment plan.
[bookmark: _Toc10429]3.Trial Objective
To investigate the clinical efficacy of acupuncture treatment in patients with Parkinson's disease.
[bookmark: _Toc6567]4.Trial Design
[bookmark: _Toc21001]4.1 Trial Type
This is a prospective, randomized, parallel-group, interventional trial.
[bookmark: _Toc17272]4.2 Randomization and Grouping Method
Subjects meeting the inclusion and exclusion criteria will be assigned using a randomized allocation method. A total of 58 eligible subjects will be randomly assigned in a 1:1 ratio to either the acupuncture group or the sham acupuncture group, with 29 subjects in each group. Randomization will be performed using random number generation via a central randomization system with block randomization. The central randomization system will automatically assign patients to groups. The development and execution of the randomization system will be completed by personnel from the Clinical Research and Data Center of Guangzhou University of Chinese Medicine. Allocation concealment and implementation: When the researcher confirms an eligible case, an application will be submitted to the central randomization system, which will automatically assign group information and send it to the researcher. The researcher will then assign the intervention to the subject based on the group information.
Additionally, 46 healthy controls matched for age and sex with the Parkinson's disease patients will be recruited to provide baseline ultrasound and MRI data.
[bookmark: _Toc11163]4.3 Blinding
Blinding will be implemented for patients, outcome assessors, and data analysts. Personnel responsible for efficacy assessment will be third-party individuals who remain unaware of patient groupings. A primary blind will be established for the statistical database, preventing statisticians from knowing specific group assignments. All procedures will be conducted in accordance with Standard Operating Procedures (SOP). At study completion, physicians and patients will undergo blinding assessment.
[bookmark: _Toc22864]4.4 Trail Center
The First Affiliated Hospital of Guangzhou University of Chinese Medicine.
[bookmark: _Toc2948]4.5 Sample Size Calculation
Based on the team's preliminary experimental results: Group A (acupuncture + baseline medication) showed a change in UPDRS Part III scores of 14 ± 9.94 before and after treatment; Group B (sham acupuncture + baseline medication) showed a change of 2.84 ± 3.08. With a 1:1 sample ratio, power (1-β) = 0.9, α = 0.05, using PASS 15.0 software (NCSS, LLC. Kaysville, Utah, USA) for calculation with Multiple Comparisons (All Pairs - Tukey Kramer), and accounting for a 20% dropout rate, a total of 58 subjects are required across both groups. An independent healthy control group (n=46) will be established to provide normal reference values for baseline ultrasound and MRI assessments, with no dropout rate considered.
[image: 1730384943909]
Fig 1 Sample Size Calculation


[bookmark: _Toc14820]5. Patients
[bookmark: _Toc15099]5.1 Inclusion Criteria
(1) Patients diagnosed with Parkinson's disease according to Western medical diagnostic criteria;
(2) Aged between 25 and 80 years;
(3) Hoehn & Yahr stage I-IV;
(4) Alert consciousness, stable vital signs, no significant cognitive impairment, and no significant hearing impairment;
(5) Signed written informed consent..
[bookmark: _Toc16764]5.2 Exclusion Criteria
(1) Patients with Parkinsonian syndromes (e.g., vascular, drug-induced, toxic) or parkinsonism-plus syndromes (e.g., progressive supranuclear palsy, multiple system atrophy, dementia with Lewy bodies, corticobasal degeneration);
(2) Patients with significant comorbid medical conditions, such as severe hepatic or renal impairment, hematological diseases, active malignancy, uncontrolled endocrine disorders, or chronic pain conditions;
(3) Participation in any other interventional clinical trial (investigational drugs or acupuncture);
(4) Presence of psychiatric disorders;
(5) Deafness or any other condition that would significantly impede communication;
(6) History of alcohol abuse or drug abuse;
(7) Pregnancy or planned pregnancy.
[bookmark: _Toc17754]5.3 Elimination Criteria
Subjects who have been enrolled but meet any of the following conditions shall be eliminated:
(1) Those who discontinued treatment for reasons unrelated to efficacy;
(2) Subjects incorrectly enrolled due to non-compliance with inclusion criteria after enrollment;
(3) Subjects who did not receive acupuncture treatment as specified;
(4) Subjects for whom the efficacy of this method cannot be determined because they concurrently used other therapies or medications to accelerate treatment..
[bookmark: _Toc5520]5.4 Withdrawal Criteria
(1) Voluntary Withdrawal: Patients may voluntarily withdraw from the study at any time during its course for any personal reason. The research team will respect the patient's decision and ensure withdrawal does not affect subsequent medical care or daily life.
(2) Adverse Events: Should a patient experience a serious adverse event during the study—including but not limited to severe infection, neurological injury, vascular injury, or other study-related complications—the physician shall promptly assess the severity of the event. If continued participation is deemed risky for the patient, they shall be advised to withdraw from the study.
(3) Poor Compliance: Failure by the patient to adhere to the treatment regimen, evaluation schedule, or follow-up requirements as specified in the study protocol, thereby compromising the integrity of study data.
(4) Health Status Changes: If a patient's health status changes during the study period—including newly diagnosed serious illnesses or significant deterioration in physical or mental health—the appropriateness of continued participation must be evaluated. The physician has the authority to determine whether the patient should withdraw from the study.
(5) Ethical and Safety Concerns: The research team may recommend withdrawal if continued participation is deemed to pose risks to the patient's physical or mental health, or safety. This includes, but is not limited to, the emergence of ethical issues or risks to study compliance.
(6) Other Unforeseen Circumstances: Patients will be advised to withdraw if any unforeseeable events (such as natural disasters or public health crises) prevent the study from proceeding safely and normally.
If a patient expresses a desire to withdraw or shows signs of potential withdrawal, the research team will arrange a detailed discussion with the patient to understand the reasons and provide professional advice. The patient must submit a withdrawal request form stating the reasons for withdrawal. The patient signs the form to confirm their withdrawal decision. The research team will document the withdrawal in detail, including the reason, date, any related adverse events, or changes in health status, and securely retain all relevant documentation. For withdrawn patients, the research team should provide appropriate medical advice and arrange follow-up visits when feasible to safeguard the patient's health interests. Cases withdrawn due to adverse reactions must have the management process and outcomes thoroughly documented and included in the adverse reaction statistical analysis.

[bookmark: _Toc27564]6. Research Methodology
[bookmark: _Toc18064]6.1 Concomitant Medication Management
Participants already on medication prior to the study will continue their foundational Western pharmacological treatment. For those taking levodopa and/or other anti-Parkinson's drugs (e.g., Pribedil, Pramipexole, Entacapone, Amantadine, Benzhexol) at enrollment, the Levodopa Equivalent Daily Dose (LEDD) will be calculated. Any subsequent adjustments (increases or decreases) to medication will be meticulously recorded. Participants not on medication at baseline will not be initiated on any.
[bookmark: _Toc18926]6.2 Treatment Protocol
[bookmark: _Toc16548]6.2.1 Treatment Group
Baseline medication + Acupuncture treatment.
(1) Acupoint Selection: Acupoint localization will be based on the Acupuncture and Moxibustion textbook20. The acupoints selected for acupuncture are two sets of points chosen by Director Zhenhu Chen based on clinical experience21.
Acupoint Formula 1 (bilateral): EX-HN3 (Yintang), LI10 (Shousanli), TE4 (Yangchi), BL24 (Qihaishu), GB33 (Xiyangguan), BL58 (Feiyang). 
[bookmark: _GoBack]Acupoint Formula 2 (bilateral): GV20 (Baihui), Xiaochan (Extra Point), PC7 (Daling), BL20 (Pishu), BL40 (Weizhong), GB34 (Yanglingquan).
(2) Procedure: During needling, the patient maintains a comfortable position with acupoints fully exposed. After routine disinfection with 0.5% iodophor or 75% alcohol, a 0.5mm × 50mm disposable sterile acupoint needle (Chongqing Medical Device Approval: 20202200072) is selected for needling. The SPAD device is placed on the skin over the acupoint, and the actual needle with a sharp tip is inserted through the base, penetrating the skin. The needle is inserted to approximately 1.5 cun in depth. After obtaining deqi sensation, the needle is withdrawn to the insertion point, and Hegu needling is performed at approximately 30 degrees superiorly and inferiorly before withdrawal. The needle site is pressed with a sterile cotton ball for a brief moment. Detailed descriptions of point locations and needling techniques are provided in eTable 1.
[bookmark: _Toc25407]6.2.2 Control Group
Baseline medication + Sham acupuncture.
A blunt-tip needle will be used with the Sham Placebo Acupuncture Device (SPAD) (Patent No.: 2023215153288 ) for sham needling at true acupoints. Procedure: Acupoint selection, needling angle, and manipulation techniques are the same as the true acupoints in the treatment group. Figure 2 shows the simulation of the needles and blinding devices for the true and sham acupuncture groups. The acupuncturist inserts the needle into the SPAD base; when the blunt tip contacts the skin, the micro-needles of the SPAD device simultaneously contact the skin, simulating the sensation of needle insertion. After the follow-up period concludes, patients will receive 8 free acupuncture sessions following the same treatment protocol as the acupuncture group.




Table 1. Locations and manipulations of the acupoints
	Group
	Acupoint
	Location
	Manipulation

	Acupoint formula 1
	EX-HN3 (Yintang)
	On the forehead, at the intersection of the midline and the line connecting the medial ends of the eyebrows.
	Insert the needle horizontally 0.3-0.5 B-cun deep. After Deqi, withdraw the needle back to the insertion point. Perform the Hegu technique* before removing the needle.

	
	LI10(Shousanli)
	On the posterolateral aspect of the forearm, on the line connecting LI5 with LI11, 2 B-cun inferior to the cubital crease.
	Insert the needle vertically 1-1.2 B-cun deep. After Deqi, withdraw the needle back to the insertion point. Perform the Hegu technique* before removing the needle.

	
	TE4(Yangchi)
	On the posterior aspect of the wrist, in the depression ulnar to the extensor digitorum tendon, on the dorsal wrist crease.
	Insert the needle subcutaneously 0.5-1.0 B-cun towards the LI5(Yangxi) acupoint. Gently flick the needle handle. Withdraw the needle upon achieving Deqi

	
	BL24(Qihaishu)
	In the lumbar region, at the same level as the inferior border of the spinous process of the third lumbar vertebra (L3), 1.5 B-cun lateral to the posterior median line.
	Insert the needle vertically 1.2-1.5 B-cun deep. After Deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	
	GB33(Xiyangguan)
	On the lateral aspect of the knee, in the depression between the biceps femoris tendon and the iliotibial band, posterior and proximal to the lateral epicondyle of the femur.
	Insert the needle vertically 1.2-1.5 B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	
	BL58(Feiyang)
	On the posterolateral aspect of the leg, between the inferior border of the lateral head of the gastrocnemius muscle and the calcaneal tendon, at the same level as 7 B-cun proximal to BL60.
	Insert the needle vertically 1.2-1.5 inches B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	Acupoint formula 2
	GV20 (Baihui）
	On the head, 5 cun directly above the midpoint of the anterior hairline, at the midpoint of the line connecting the tips of the ears. 
	Insert the needle horizontally 0.3-0.8 B-cun deep. After Deqi, withdraw the needle back to the insertion point. Perform the Hegu technique* before removing the needle.

	
	Extra Point （Xiaochan）
	Extraordinary Point: On the medial side of the forearm, in the depression 0.5 -1.0 B-cun anterior to HT3(Shaohai) .
	Insert the needle vertically 1.2-1.5 B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	
	PC7(Daling)
	On the anterior aspect of the wrist, between the tendons of palmaris longus and the flexor carpi radialis, on the palmar wrist crease.
	Insert the needle subcutaneously 0.5 - 1.0 B-cun towards the middle fingeracupoint. Gently flick the needle handle. Withdraw the needle upon achieving Deqi

	
	BL20(Pishu)
	In the upper back region, at the same level as the inferior border of the spinous process of the 11th thoracic vertebra (T11), 1.5 B-cun lateral to the posterior median line.
	Insert the needle vertically 1.2-1.5 B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	
	BL40(Weizhong)
	On the posterior aspect of the knee, at the midpoint of the popliteal crease.
	Insert the needle vertically 1.2-1.5 B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.

	
	GB34(Yanglingquan)
	On the fibular aspect of the leg, in the depression anterior and distal to the head of the fibula.
	Insert the needle vertically 1.2-1.5 B-cun deep. After deqi, withdraw the needle back to the insertion point. Perform the Hegu technique before removing the needle.


Hegu technique*: Angling the needle about 30 degrees superiorly and inferiorly from the original insertion point.
All acupuncture treatments will be administered by study personnel who have undergone standardized training and hold valid physician licenses. The treatment cycle will last 4 weeks, with twice-weekly sessions totaling 8 sessions. Assessments will be performed at 2 and 4 weeks of treatment, with follow-up at 8, 12, and 24 weeks based on patient condition.

[bookmark: _Toc2980]7. Observation Items and Testing Timepoints
[bookmark: _Toc13448]7.1 Baseline Data
(1) Demographic indicators: age, gender, ethnicity, nationality, date of birth, marital status, educational attainment, height, weight, occupation, long-term residence, etc;
(2) Clinical Data
[bookmark: _Toc7064]① Vital signs: body temperature, pulse, respiration, blood pressure;
[bookmark: _Toc10593]② Disease diagnosis-related information: Medical history, precipitating factors, affected sites, disease course, etc.;
[bookmark: _Toc16006]③ Auxiliary Tests:
[bookmark: _Toc27977]Pre-treatment: Markerless motion capture (mocap), Synapsys human postural balance system, shear wave elastography (SWE), transcranial sonography (TCS), resting-state functional MRI (rs-fMRI), diffusion tensor imaging (DTI), susceptibility-weighted imaging (SWI), neuromelanin-sensitive MRI (NM-MRI), multi-parameter quantitative MRI (qMRI), serum SOD, GSH-PX, TNF-α, IL-6, IL-1β, TGF-β1, neuronal α-synuclein monomers and aggregates, PBMC single-cell transcriptomics, and three refined components of neuronal α-synuclein and 5-HT expression levels carried by brain extracellular vesicle subpopulations.
[bookmark: _Toc22868]Post-treatment: Markerless motion capture (mocap), Synapsys human postural balance system, shear wave elastography (SWE), transcranial sonography (TCS), resting-state functional MRI (rs-fMRI), diffusion tensor imaging (DTI), susceptibility-weighted imaging (SWI), neuromelanin-sensitive MRI (NM-MRI), multi-parameter quantitative MRI (qMRI), serum SOD, GSH-PX, TNF-α, IL-6, IL-1β, TGF-β1, neuronal α-synuclein monomers and aggregates, PBMC single-cell transcriptomics, and three refined components of neuronal α-synuclein and 5-HT expression levels carried by brain extracellular vesicle subpopulations.
[bookmark: _Toc9064]④ Observation Scales:
[bookmark: _Toc29954]A. Unified Parkinson's Disease Rating Scale (UPDRS) score;
[bookmark: _Toc8549]B. Parkinson's Disease Non-Motor Symptom Scale (NMSS) score;
[bookmark: _Toc26262]C. Parkinson's Disease Quality of Life Questionnaire (PDQ-39) score;
[bookmark: _Toc28203]7.2 Clinical Observational Items and Time Points
(1) Efficacy Outcome Measures: Observation scales (UPDRS, NMSS, PDQ-39) will be assessed and recorded at baseline, at week 2, week 4, week 8, week 12, and week 24 of treatment. Shear wave elastography (SWE), transcranial sonography (TCS), posture and gait balance analysis, motion capture, neuroimaging, and serum molecular markers will be assessed at baseline, week 4, and week 24.
(2) Baseline Medications and Other Treatments: All medications administered to patients during the study period, including the reason for administration, drug name, dosage, and duration of use, will be documented. Additionally, all other treatment modalities administered to patients, along with their frequency, intensity, and duration, will be recorded.
(3) Adverse Events and Adverse Reactions: All adverse events and adverse reactions occurring in patients during the study period, along with the management process, will be recorded.
(4) Case Withdrawal or Exclusion: Cases where patients received other non-pharmacological treatments effective for Parkinson's disease during the treatment period, or developed other serious illnesses preventing continued participation in the study, etc.

[bookmark: _Toc28513]8. Observation of Adverse Events
[bookmark: _Toc2956]8.1 Adverse Events
An adverse event refers to any adverse medical occurrence experienced by a subject during this clinical study, regardless of whether it is causally related to the study drug or intervention used as described above.
During the clinical study, the investigator must still record all adverse events that are observed, elicited through non-prompted questioning, or reported by the subject, irrespective of the group in which the event occurs or whether it is related to the treatment regimen. Additionally, newly emerging diseases or worsening of pre-existing conditions during the study period should be reported. Inadequate clinical intervention outcomes should not be recorded as adverse events.
[bookmark: _Toc24723]8.2 Potential Adverse Reactions to Acupuncture and Management
(1) Acupuncture Syncope: Immediately cease needling, remove all needles, position the patient supine, ensure warmth, and monitor. Mild cases may recover after brief supine rest with warm water or sugar water. For severe cases, in addition to the above, stimulate acupoints such as Renzhong (GV26), Suliao (GV25), Neiguan (PC6), Zusanli (ST36), or moxibustion at Baihui (GV20) and Qihai (CV6) for immediate recovery.
(2) Needle Stuck: During needle manipulation or retention, the practitioner may perceive resistance, difficulty in twisting, lifting, or removing the needle, while the patient experiences severe pain. If the patient is tense and the local muscles are overly contracted, slightly prolong the retention time. Alternatively, apply pressure or tap the needle handle near the stuck point, or insert another needle nearby to promote qi and blood circulation and relieve muscle tension. If needle retention occurs due to improper manipulation or unidirectional twisting, reverse the twisting direction. Scraping or tapping the needle handle can release entangled muscle fibers, resolving the retention.
(3) Hematoma: Minor subcutaneous bleeding causing localized bruising typically requires no intervention and resolves spontaneously. For severe swelling, pain, or extensive bruising impairing function, apply cold compresses to stop bleeding, followed by warm compresses or gentle local massage to promote absorption of stasis.
(4) Infection: Strictly sterilize acupuncture sites and instruments to prevent infection.
(5) Visceral Puncture: When needling Jueyinshu(BL14), ensure precise location and depth, followed by one minute of pressure application post-insertion. If the patient experiences chest tightness or chest pain, promptly transfer to emergency care.
[bookmark: _Toc2583]8.3 Adverse Event Recording and Reporting
Clinicians must document all adverse reactions occurring during the trial in detail on the observation form. The correlation between adverse reactions and acupuncture/medication, as well as interactions with concomitant medications will be evaluated. Adverse events, including symptom/disease severity, onset date, frequency, duration, resolution date, management measures, treatment course, outcomes, and follow-up status will be recorded on the case observation form. The relevance to the trial will be assessed by comprehensively considering comorbidities, concomitant medications/therapies, and treatment protocols. Physicians must document these details thoroughly, noting whether the patient continued the trial, and the investigator must sign the form. Adverse events should comply with the CONSORT reporting standards for non-pharmacological randomized controlled trials. Methods will be used to assess their relevance to the trial. 
[bookmark: _Toc25648]8.4 Reporting of Adverse Events
Serious adverse events occurring during the trial must be promptly reported to the study center director, principal investigator, and designated contact person. The “Serious Adverse Event Report Form” must be completed to ensure compliance with all legally mandated reporting procedures.
[bookmark: _Toc8361]8.5 Management of Adverse Events
Upon identifying an adverse reaction, the observing physician may decide whether to discontinue observation based on the patient's condition. If a subject withdraws due to an adverse reaction, the reason for withdrawal must be documented, and relevant data properly retained. In the event of a serious adverse event, the institution conducting the clinical trial must immediately implement necessary measures to protect the subject's safety. All adverse events shall be investigated and tracked, with detailed documentation of management procedures and outcomes until resolution or stabilization of the condition. For subjects with abnormal laboratory findings, follow-up shall continue until normalization. Follow-up methods may include hospitalization, outpatient visits, home visits, telephone calls, or correspondence, selected based on the severity of the adverse reaction. Cases discontinued due to adverse reactions shall be included in adverse reaction statistical analysis. All adverse events shall undergo an assessment of their relationship to the study.

[bookmark: _Toc24289]9. Quality Control and Quality Assurance in Research
(1) Protection of subject rights and interests shall be conducted in accordance with the Declaration of Helsinki and referencing the requirements of the Good Clinical Practice for Drug Clinical Research. Informed consent forms shall be developed, and each subject shall sign the informed consent form prior to receiving treatment.
(2) Prior to clinical research, researchers shall undergo standardized training to familiarize themselves with and master relevant acupuncture operational standards, ensuring the reliability of research conclusions.
(3) All instruments, equipment, reagents, and reference standards used in clinical research examinations must meet stringent quality standards and be maintained in optimal operational condition.
(4) Regular inspections and feedback sessions will be conducted at the project's inception and mid-term to promptly address issues arising during research, ensuring smooth project progression.

[bookmark: _Toc3455]10. Data Safety Monitoring
A detailed data management and monitoring plan will be developed, including: CRF Completion and Management: All CRFs will be completed by trained investigators and undergo regular consistency checks. Monitor Verification: Monitors must regularly verify CRFs to ensure data accuracy and reliability, with on-site inspections conducted at least biweekly. Data Entry Procedures: Clear operational manuals for data entry will be established, necessary training will be provided, and data input accuracy will be ensured. DQF Form Generation and Review: Data quality issues will be documented and regular reviews will be conducted to ensure timely correction of errors. Double Entry:  A dual data entry system will be implemented to minimize input errors. Adverse Event and Concomitant Medication Coding: Standardized coding procedures will be established to guarantee accuracy of adverse event and concomitant medication data. Blinded Data Review: A blinded data review protocol will be developed to conduct periodic inspections without compromising blinding. Data Locking and Review: Clear data locking and review processes will be established to ensure data integrity prior to final analysis.All adverse events will be documented in detail and classified (e.g., general adverse events, serious adverse events, unexpected events, etc.). An "Adverse Event Management Manual" will be established to ensure standardized processing procedures. Adverse event tracking will continue until patient stabilization or event resolution, with complete documentation. A clear timeline (e.g., weekly or monthly) for updates will be established. Serious adverse events and unexpected events must be reported to the Ethics Committee, regulatory authorities, and the sponsor within 24 hours, with documented management progress. The principal investigator will conduct cumulative reviews at the end of each data collection cycle, and at least quarterly, to monitor adverse event trends and ensure timely identification of potential risks. Investigator meetings will be convened as needed to discuss adverse events, the dynamic balance of study risks and benefits, and to determine whether study design adjustments or study suspension are necessary. In the event of serious adverse reactions or other clinical safety issues, the operational procedure must include clear criteria for emergency unblinding to maximize subject safety. Emergency unblinding procedures will be pre-established, and all study personnel will be familiarized with the process for rapid and effective execution.
A detailed data management and monitoring plan will be developed, including: CRF Completion and Management: All CRFs will be completed by trained investigators and undergo regular consistency checks. Monitor Verification: Monitors must regularly verify CRFs to ensure data accuracy and reliability, with on-site inspections conducted at least biweekly. Data Entry Procedures: Clear operational manuals for data entry will be established, necessary training will be provided, and data input accuracy will be ensured. DQF Form Generation and Review: Data quality issues will be documented and regular reviews will be conducted to ensure timely correction of errors. Double Entry: A dual data entry system will be implemented to minimize input errors. Adverse Event and Concomitant Medication Coding: Standardized coding procedures will be established to guarantee accuracy of adverse event and concomitant medication data. Blinded Data Review: A blinded data review protocol will be developed to conduct periodic inspections without compromising blinding. Data Locking and Review: Clear data locking and review processes will be established to ensure data integrity prior to final analysis.

[bookmark: _Toc14659]11. Statistical Analysis
Data analysis and visualization will be performed using R software (version 4.5.1; R Foundation for Statistical Computing). A two-sided P value of < 0.05 will beconsidered statistically significant for all analyses.
Baseline data will be presented descriptively for the entire study population and for each treatment group separately. Between-group differences in baseline characteristics will be assessed using independent t-tests for normally distributed continuous variables, Mann-Whitney U tests for non-normally distributed continuous variables, and χ² tests (or Fisher's exact tests when appropriate) for categorical variables. These comparisons will be performed to assess the success of randomization rather than for hypothesis testing.
The primary analysis will follow the intention-to-treat (ITT) principle, including all randomized participants who receive at least one treatment session and have at least one post-baseline assessment. Missing data will be handled using multiple imputation by chained equations (MICE) to create 50 complete datasets, which will be pooled for the final ITT analysis. Continuous variables will be described as mean (SD) or median (IQR), and categorical variables as frequencies (%), as appropriate.
The UPDRS-III, NMSS, and PDQ-39 scores will be analyzed using a linear mixed-effects model (LMM). The model will include fixed effects for treatment group, time (baseline, week 4, week 8), and their interaction, with a random intercept for each subject. The model will estimate the least-squares mean changes from baseline within each group and the mean differences between groups at each time point, along with their 95% confidence intervals (CIs). 
For Neuroimaging data analysis, the CAT12 toolbox (SPM12) will perform gray matter volume analysis, including bias correction, tissue segmentation, and spatial normalization to MNI152 space. The cortical thickness/surface area will be computed via CIVET 2.1.1. The rs-fMRI data will be preprocessed in DPABI 4.5, which includes slice timing correction, motion scrubbing (framewise displacement >0.5 mm), spatial smoothing (6 mm FWHM), and bandpass filtering (0.01–0.08 Hz). Seed-based connectivity (basal ganglia, thalamus) will be analyzed via Fisher’s z-transformed Pearson correlations. For DTI data , the NODDI toolbox (MATLAB 2013b) will be used to compute fractional anisotropy (FA), and mean/radial diffusivity (MD/RD). Deterministic tractography will be conducted in DTIStudio. The phase images from SWI will undergo low-pass filtering (32×32) for correction, and regions of interest (ROIs) will be manually delineated to measure the area of the substantia nigra (SN) and the width of the SN compacta (SNc). NM-MRI image analysis will be conducted via the ADW4.6 workstation (level/width=800/400), which measures the width of the SNc as an indicator of neuromelanin.
[bookmark: _Toc29903]12. Ethics in Clinical Research
Clinical research shall comply with relevant regulations including the Declaration of Helsinki adopted by the World Medical Association. Clinical studies may only commence after the trial protocol has been approved by an ethics committee. Prior to enrollment, investigators are responsible for fully and comprehensively explaining the study's purpose, procedures, and potential risks to each participant or their legal representative. Written informed consent must be obtained, clearly informing participants of their right to withdraw at any time. This consent form shall be retained as part of the clinical study documentation for reference. Participants' personal privacy and data confidentiality will be protected throughout the study. 

[bookmark: _Toc5268]13. Protocol Amendments
The following amendments were made to the initial trial protocol. First, transcranial sonography (TCS) assessment was added to the multimodal imaging protocol to supplement the evaluation of basal ganglia echogenicity as an additional imaging biomarker. Second, the waitlist control arm was discontinued, and the study was reconfigured as a two-arm randomized, sham-controlled design (verum acupuncture vs. sham acupuncture), owing to high refusal rates due to participants' reluctance to be assigned to the no-treatment group and high withdrawal rates among those initially assigned. Third, a healthy control cohort was added to provide normative reference values for baseline ultrasound and MRI measures. All amendments were approved by the ethics committee and updated in the ITMCTR registry. 
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[bookmark: _Toc27760]Informed Consent Form for Clinical Research (Experimental Study)
Project Title: Acupuncture in the Treatment of Parkinson's Disease: A Prospective Randomized Controlled Clinical Trial
Clinical Trial Institution: The First Affiliated Hospital of Guangzhou University of Chinese Medicine
Version Number or Date: V6.0
Principal Investigator: Nanbu Wang

Personal Reading Material
Dear Patient, please read this document carefully. We welcome you to ask questions and discuss them with your family, relatives, friends, or us.
You are invited to participate in this clinical study. The purpose of this research is to investigate the clinical efficacy of acupuncture treatment in patients with Parkinson's disease.
Participation in this study is entirely voluntary. Before making your decision, please review this material thoroughly. It will help you fully understand the study's objectives, methods, procedures, potential benefits and inconveniences of participation, as well as your rights. The information provided in this informed consent form will assist you in deciding whether to participate in this clinical trial. If you have any questions, please ask the investigator responsible for this trial. You may also discuss it with your family, relatives, or friends to ensure you fully understand the relevant content. Your participation in this trial is voluntary. If you agree to participate in this clinical trial, please sign the declaration in the informed consent form.

1. What is this research study about? [Background and Purpose]
This study is titled “Acupuncture in the Treatment of Parkinson's Disease: A Prospective Randomized Controlled Clinical Trial.” It has been reviewed and approved by the Ethics Committee of the First Affiliated Hospital of Guangzhou University of Chinese Medicine, which confirms that the study adheres to the internationally recognized principles of the Declaration of Helsinki and complies with medical ethics.
(1) Current Treatment Methods for Parkinson's Disease
①Pharmacological Therapy: Levodopa preparations, non-ergot dopamine receptor agonists, MAO-B inhibitors, COMT inhibitors, anticholinergic drugs, etc.
②Acupuncture Therapy: Acupuncture unblocks meridians, regulates qi and blood circulation, connects internal organs, and restores yin-yang balance. It is a safe, effective, and convenient treatment widely used clinically for Parkinson's disease.
③Surgical Interventions: Botulinum toxin injections, Deep Brain Stimulation (DBS), and Repetitive Transcranial Magnetic Stimulation (rTMS).
④Exercise and Rehabilitation Therapy: Speech and swallowing function training, gait training, postural balance exercises, as well as Tai Chi, yoga, dance, hydrotherapy, and meditation can help improve both motor and non-motor symptoms in Parkinson's patients..
⑤Care and Psychological Support: Providing disease education and psychological counseling to patients and family members builds confidence in treatment and rehabilitation, helps alleviate depression and anxiety, while scientific nursing, nutritional support, and preventing aspiration and falls offer positive adjunctive therapeutic effects.
(2) Introduction to the Research Methodology
The objective of this study is to investigate the clinical efficacy of acupuncture treatment in patients with Parkinson's disease.
This research will be conducted at the First Affiliated Hospital of Guangzhou University of Chinese Medicine. If you consent to participate in this clinical study, you will be randomly assigned to one of the following treatment groups:
Treatment Group: Baseline medication + Acupuncture therapy; Control group: Baseline medication + Sham acupuncture therapy. (after the observation period, participants will receive 8 complimentary Acupuncture therapy sessions).
The lead institution for this study is the First Affiliated Hospital of Guangzhou University of Chinese Medicine, which has obtained approval from its Ethics Committee. The Ethics Committee has reviewed and confirmed that this study adheres to the principles of the Declaration of Helsinki and complies with medical ethics.

2. Is Participation in This Study Voluntary?
Participation in this study is voluntary. You have the right to decide whether to participate, and you do not need to provide any reason for declining. Refusing to participate will not result in any discrimination or retaliation. It will not affect your relationship with your doctor or your access to medical care. You will continue to receive the same medical treatment from your doctor.

3. Who Should Not Participate in This Study
Participation is not recommended if you have any of the following conditions:
(1) Parkinson's syndrome or Parkinson's plus syndrome caused by cerebrovascular disease, poisoning, or other etiologies (e.g., progressive supranuclear palsy, multiple system atrophy, dementia with Lewy bodies, corticobasal degeneration);
(2) Significant underlying medical conditions such as severe liver/kidney disease, hematological disorders, malignancies, endocrine disorders, or chronic pain;
(3) Participation in other drug or acupuncture clinical trials concurrently;
(4) Presence of psychiatric disorders;
(5) Deafness or any other condition that would significantly impede communication;
(6) History of alcohol abuse or drug abuse;
(7) Pregnancy or planned pregnancy..

4.What Will Be Required if You Participate in the Study?
Before being selected for the study, you will undergo the following examinations to determine your eligibility:
A physician will inquire about and document your medical history, conduct a comprehensive physical examination, and perform relevant rehabilitation assessments.
You may be eligible for this study if you meet all of the following criteria:
(1) Meet the Western medical diagnostic criteria for Parkinson's disease
(2) Aged between 25 and 80 years;
(3) Hoehn & Yahr stage I-IV;
(4) Alert consciousness, stable vital signs, no significant cognitive impairment, and no significant hearing impairment;
(5) Signed written informed consent.

5. If you meet the above eligibility criteria, the study will proceed as follows:
At the start of the study, you will be randomly assigned to receive acupuncture, sham acupuncture, or no treatment. Patients participating in this study have a 1 in 3 chance of being assigned to one of these three different groups. Neither you nor your doctor will know or be able to choose the treatment method in advance. The observation period will last for 24 weeks.
All enrolled patients will continue their baseline oral medication regimen.
Treatment Group: Baseline medication + Acupuncture therapy. Treatment will be administered using disposable sterile acupoint needles (Chongqing Medical Device Approval: 20202200072) over a 4-week period, with 2 sessions per week totaling 8 sessions.
Sham Acupuncture Group: Baseline medication + Sham acupuncture therapy. This simulates the sensation of acupuncture without actual skin penetration. Treatment cycle: 4 weeks, with 2 sessions per week totaling 8 sessions. After the 24-week observation period concludes, 8 free acupuncture sessions will be provided, following the same treatment protocol as the acupuncture group.
Assessments at Weeks 4, 8, 12, and 24: You should visit the hospital for follow-up. The physician will re-collect your medical history and conduct relevant rehabilitation assessments. Please truthfully report any changes in your condition to the physician. The physician will document your condition changes, perform a physical examination, and conduct relevant laboratory tests. Additionally, we will collect peripheral venous blood samples before treatment and at weeks 4 and 24 to assess your response to acupuncture therapy and your health status. This will not affect your clinical diagnosis and treatment process..

6. Potential Benefits of Participating in the Study
You and society may benefit from this study, though direct benefits are not guaranteed. Such benefits include the potential improvement of your condition, as well as the study's contribution to developing new treatments and diagnostic aids. It may further clarify the clinical efficacy of acupuncture therapy in Parkinson's patients, potentially benefiting others with similar conditions.
You and society may benefit from this research. Such benefits include the potential improvement of your condition and the possibility that this study may contribute to treatments beneficial for patients with conditions similar to yours.

7. Potential Adverse Reactions, Risks, Discomfort, and Inconvenience Associated with Study Participation
All treatments carry the potential for side effects. The acupuncture method used in this study may cause needle syncope, needle retention, or localized hematoma in some patients. Overall, adverse reactions are relatively uncommon. Should you experience any discomfort during the study, or if your condition changes unexpectedly—such as worsening tremors—or encounter any unforeseen circumstances, whether related to the treatment or not, promptly notify your doctor. He/she will assess the situation and provide medical care, making every effort to prevent and treat any harm that may arise from this study.
Furthermore, any treatment may prove ineffective, and your condition may continue to progress due to treatment failure or the presence of other concurrent illnesses. This represents a treatment risk faced by all patients seeking medical care, existing even without participation in this clinical study. During the study, if the doctor determines that the treatment measures employed in this study are ineffective, the study will be terminated, and alternative potentially effective treatment measures will be initiated.
During the study period, you will be required to attend follow-up appointments at the hospital on schedule and undergo certain physical and laboratory tests. These may cause inconvenience or disruption to your daily life.

8. Costs and Compensation
The research team will cover all study-related expenses incurred during your participation, including: complete blood count, urinalysis, liver function tests, kidney function tests, exercise testing fees, imaging examination fees, and acupuncture treatment fees. Rehabilitation training and routine medication costs will be charged according to standard medical practices.
If you have other medical conditions unrelated to this study, such as hypertension, diabetes, or coronary heart disease, the costs for their treatment and examinations (including medications and tests) will not be covered. Similarly, costs incurred if you switch to alternative treatments due to study discontinuation will not be covered. Should any study-related harm occur, the research team will cover the costs of treatment for such harm and provide appropriate financial compensation in accordance with national laws and regulations.

9. How is your privacy protected?
Your medical records (research case report forms/CRFs, laboratory test reports, etc.) will be fully preserved at the hospital in accordance with regulations. Physicians will document rehabilitation assessment results on your clinical case observation forms. All personal information related to your participation in this study will remain confidential. Any public reports on the study results will not disclose your personal identity. Third-party testing partners will sign confidentiality agreements with us. Your medical records may be accessed by higher-level health/drug/research regulatory authorities, the hospital ethics committee, investigators, and sponsor representatives to verify clinical research procedures and/or data. By signing this informed consent form, you agree to the use of your personal and medical information for the purposes described above. We will strictly protect the privacy of your personal medical data within the scope permitted by existing laws.

10. Important Information
(1)Additional Matters Requiring Your Cooperation
To ensure the reliability of the clinical study, we ask that you adhere to the following during the research process:
①Take medications as directed by your physician and promptly and objectively record each dose in the Medication Record Card. If you need to take any medications or receive other treatments outside of this study during the research period, please consult your study physician first.
②Report any discomfort to your attending physician immediately during the study. ③You must attend scheduled hospital appointments for treatment, examinations, and assessments as agreed with your physician. Your follow-up visits are critical, as they enable the physician to determine the efficacy of your treatment. ④Dietary and lifestyle guidelines: Follow a low-fat, low-salt diet; refrain from smoking; maintain emotional stability.
(2) Anticipated circumstances and/or reasons for potential termination of your participation in the trial
①Failure to strictly adhere to the treatment protocol during therapy, such as a subject independently using other similar medications (or treatments), or the investigator independently adding or reducing acupoints.
②A subject becomes unreachable during follow-up due to changes in address or phone number, or fails to cooperate with follow-up observations, resulting in the inability to conduct efficacy assessments on schedule.
The treatment protocol in this study is not the only treatment option for your current condition. You may discuss with your physician before deciding whether to participate in this study.

11. Can I withdraw after participating in the study?
Participation is entirely voluntary. You may refuse to participate in this study or withdraw at any time during the study without providing any reason. This will not affect your relationship with your doctor, nor will it result in any loss of medical or other benefits. You will not face any discrimination or retaliation.
Your doctor may discontinue your participation in this study at any time in your best interest.
If you choose not to participate in this study or withdraw at any time, alternative treatment options are available. Participation in this study is not required for the treatment of your condition. Should you withdraw for any reason, you may be asked about your medication use for your own best interests. If deemed necessary by your doctor, you may also be requested to undergo laboratory tests and physical examinations.
If, after careful consideration, you choose to participate in this study, we hope you will remain in the study until its completion.

12. Obtaining More Information
You may ask any questions about this study at any time. Your doctor will provide you with contact information to answer your questions.
If any important new information arises during the study that may affect your willingness to continue participating, your doctor will notify you promptly.

13. What Should You Do Now?
Before deciding to participate in this study, please ask your doctor as many questions as possible until you fully understand this research.
Participation in this study is entirely your decision. You may also discuss it with your family before making a choice.
Thank you for reviewing this information. If you decide to participate in this study, please inform your doctor, who will arrange all matters related to the study for you.
Please retain this document.
Should you have any questions regarding your rights in this study, you may contact the Ethics Committee of this center at:
Tel: 020-36588667
Email: gztcmlunli@163.com

Subject Declaration

I have carefully read this informed consent form. I had the opportunity to ask questions, and all questions have been answered. I understand that participation in this study is voluntary. I may choose not to participate in this study or withdraw at any time by notifying the investigator without facing discrimination or retaliation. My medical care and rights will not be affected as a result.
The investigator may terminate my participation in this clinical study if I require additional diagnosis/treatment, fail to comply with the trial protocol, or for other reasonable causes.
I voluntarily consent to participate in this clinical study and will receive a signed original copy of the “Informed Consent Form” (including the personal reading materials and subject declaration page).

Subject Signature: ________________________      Date:  ________________________
Phone Number: ________________________
Legal Representative Signature [if applicable]: ________________________ 
Phone Number: ________________________
Relationship to Subject: ____________________     Date:  ________________________







Investigator's Statement

I have accurately conveyed the contents of the informed consent form to the subject and addressed their questions. The subject voluntarily participates in this clinical research.

Investigator Signature: ___________________     Date:  ________________________
Phone Number: ________________________
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