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Informed consent form page

Dear subject：

You have been diagnosed with diarrheal irritable bowel syndrome (IBS-D), and as Wangjing Hospital of China Academy of Chinese Medical Sciences is currently conducting a clinical study on this indication. To further clarify the efficacy and safety of Changyanning tablet in the treatment of IBS-D, we would like to invite you to participate in the study that multi-center, randomized double-blind, placebo-parallel controlled trial of Changyanning Tablet in the treatment of Diarrheal Irritable Bowel Syndrome (IBS-D). It will provide a more reliable and safer therapeutic drug for the clinical treatment of IBS-D. .

The study was led by Wangjing Hospital, China Academy of Chinese Medical Sciences, and the principal investigator was Professor Wei Wei.

Please read the following as carefully as possible before you decide whether to participate in the study.It can help you to understand the study and why it is being conducted, the procedure and duration of the study, and the possible benefits and risks of participating in the study. If you wish, you can also discuss it with your relative or friend, or ask your doctor for an explanation to help you make a decision.

Background and purpose
Disease burden and treatment status
Irritable bowel syndrome (IBS) is a functional bowel disorder characterized by recurrent abdominal pain associated with defecate or accompanied by changes in defecate habits. Typical abnormalities in defecate habits include constipation, diarrhea, or alternating between constipation and diarrhea, accompanied by bloating/abdominal distension.
It is estimated that IBS have affect about 11% of the global population. IBS significantly reduces the quality of life of patients, their partners and caregivers, and affects patients' daily activities. In all IBS patients, IBS-D patients account for about 40%.
The pathogenesis of IBS is still not very clear, Western medicine is still give priority to symptomatic treatment, Its aim to alleviate symptoms, improve the quality of life of patients. It has some effect, but still can not meet the clinical needs. Current treatments for diarrheal IBS-D, including diet and lifestyle changes and antidiarrheal agents, often have limitations. Loperamide, a peripherally restricted M-opioid receptor (m-OR) agonist that mechanically reduces bowel movement and increases fluid reabsorption, is one of the most commonly used medications to treat IBS, but it is not suitable for long-term use and does not relieve abdominal pain or bloating. Alosetron is a selective 5-HT3 receptor antagonist approved by the U.S. FDA for use in women with chronic, severe IBS-D symptoms who have not responded to conventional treatment. Rifaximin, an antibiotic used to treat men and women with IBS-D, is effective in some patients, but recurrence of symptoms is common. The new drug Esadurin, which is used to treat IBS-D, was approved by the US FDA in 2015, but is not yet available in China.

Kangenbei Changyanning tablet is an exclusive product developed according to the classic clinical prescription. It is an OTC solid oral preparation made from the core components of Euphorbia humifera herb, Golden hairy grass, camphor root, herba elsholtziae and Liquidambar formosana Hance's leaf. It is widely used in the treatment of acute and chronic intestinal diseases caused by a variety of reasons, and its efficacy and safety have been continuously verified for nearly 40 years, and have been highly recognized by doctors and patients.
The diagnosis and treatment of traditional Chinese medicine is characterized by the holism and the clinical effect is remarkable, but there is still a lack of high-level evidence-based medicine evidence support. In order to further clarify the efficacy and safety of Changyanning tablet in the treatment of IBS-D and to provide more reliable and safer therapeutic drugs for the clinical treatment of IBS-D, this clinical study was conducted.
Purpose

To evaluate the efficacy and safety of Changyanning tablet in the treatment of IBS-D. 

Study design 

This is a multicenter clinical study, involving 10 research centers. A total of 240 subjects were included in this study, of which 24 subjects were included in this research unit.
Who is suitable to participate in the study

Inclusion criteria
Patients must meet all of the following 6 criteria to be included in this study: 

(1) Meet the Rome IV diagnostic criteria for IBS-D; 

(2) Age between 18 and 65 years (inclusive), regardless of gender; 

(3) IBS-SSS score > 75; 

(4) Average weekly score of abdominal pain during the screening period ≥ 3 (using the 11-grade (0-10) Numeric Rating Scale for pain, NRS-11), and at least 2 days per week with stool consistency (based on the Bristol Stool Form Scale) classified as type 6 or 7; 

(5) Willingness of the patient to accept the treatment plan of this study and signing the informed consent form.

Who is unsuitable to participate in the study

Exclusion criteria

Patients who meet one or more of the following criteria should be excluded:

(1) Patients with severe or unstable diseases of the cardiovascular, hepatic, renal, immune, endocrine systems, or malignant tumors;

(2) Patients whose data collection may be affected by intellectual disabilities, mental disorders, language barriers, and other factors;

(3) Patients with organic gastrointestinal lesions or malignant tumors, such as pancreatitis, colorectal adenoma (excluding those who have undergone polypectomy for more than half a month), intestinal diverticula, colorectal or rectal cancer, inflammatory bowel disease, intestinal tuberculosis, etc;

(4) Patients with other conditions that affect gastrointestinal motility, such as hyperthyroidism, diabetes, chronic renal insufficiency, neurological disorders, etc;

(5) Patients with non-intestinal digestive system diseases, such as tuberculous peritonitis, gallstones, cirrhosis, chronic pancreatitis, etc;

(6) Patients with allergies or hypersensitivity to the components of the investigational drug;

(7) Pregnant or lactating women, and female patients with recent plans for childbirth;

(8) Patients with a history of abdominal or pelvic surgery, such as cholecystectomy;

(9) Patients with positive fecal occult blood tests;

(10) Patients who are unable to discontinue medications that affect gastrointestinal motility and function during the screening period, including anticholinergics such as scopolamine, atropine, and hyoscyamine; muscle relaxants such as succinylcholine; antidiarrheals such as loperamide, diphenoxylate, etc.; opioid preparations, etc.

(11) Patients who have used probiotics (except for yogurt consumption) or antibiotics within 8 weeks prior to study enrollment.

(12) Patients who have used IBS medications (excluding polyethylene glycol and loperamide) within the 3 months prior to study enrollment.

(13) Patients who frequently consume alcohol within the 6 months prior to screening, defined as consuming more than 14 units of alcohol per week (1 unit = 360 mL of beer or 45 mL of 40% alcohol or 150 mL of wine).

(14) Patients who have participated in or are currently participating in other clinical trials within the month prior to screening.

(15) Patients deemed unsuitable for inclusion by the investigator.

What do you need to do if you participate in this study

1. You can participate in the study voluntarily, if you don’t want to participate in our study, we will treat you according to your wishes.
If you agree to participate in the study, you will need to sign an Informed consent form, which will be done as follows:

This study is a multicenter, randomized, double-blind, placebo-controlled trial. There were 3 stages totaling 13 weeks, namely, screening period of 1 week, treatment period of 8 weeks, and observation period of 4 weeks after drug withdrawal.

Throughout the study, you will be visited seven times, one time in the screening period, one time in the baseline period, four times in the treatment period, and one time in the post-withdrawal observation period. You will be examined and evaluated at each visit site.
（1）Screening period (1 week)
Before you are enrolled in the study, The doctor will question and record your medical history, and perform a physical examination and laboratory tests, including screening tests such as blood routine, urine routine, stool routine +OB, liver function, kidney function, electrocardiogram, blood pregnancy test for women of childbearing age. During the screening period, you need to record your daily defecate (frequency and characteristics of defecate) and abdominal pain.
（2）treatment period(8 weeks)

After qualifying for enrollment during the screening period, you will officially enter the trial treatment period. Prior to randomisation, you will be assessed as baseline data, including the IBS Symptom Severity Scale (IBS-SSS), the IBS Quality of Life Assessment Scale (IBS-QOL), and the collection of stool samples for storage (for intestinal flora detection).
You will be randomly (like a lottery) assigned to either of the two groups, and you will have a 1/2 chance of receiving the trial group treatment, Changyanning tablet, taken orally, 4 tablets 3 times daily for 8 weeks; There was a 1/2 chance of receiving control treatment, Changyanning tablet placebo, orally, 4 tablets 3 times a day for 8 weeks.
Double blindness means that neither you nor your doctor knows which group (or treatment) you are assigned to. However, if it is necessary for your treatment to know the medication you are taking, your doctor in charge can unblind you in an emergency to know the group you are assigned or the medication you are taking.
Placebo is a kind of simulated agent with similar packaging, color, smell and taste to Changyanning tablet, but it has no efficacy and is harmless to human body.
The drugs used in the study were provided by Jiangxi Kangenbei Traditional Chinese Medicine Co., LTD
At day 28±4 and day 60±4 after treatment, you need to return to the hospital for relevant tests and evaluations, including laboratory tests and symptom scale evaluation. At 14±4 days and 42±4 days after treatment, you may choose to follow up on-site or over the phone for an assessment.
（3）Follow-up period after withdrawal (4 weeks)
After 8 weeks of continuous medication, you will be followed up 4 weeks after withdrawal for relevant tests and assessments, including vital signs, abdominal pain, stool characteristics, IBS-SSS assessment scale, IBS-QOL assessment scale, collection and storage of stool samples (for intestinal flora detection).
2. Other matters that require your cooperation
You must come to the hospital with a log card ( record medication, defecate, abdominal pain) at the time of follow-up agreed upon by the doctor and you. Your follow-up is very important because your doctor will judge whether the treatment you receive is really working and guide you in time.
You must take the medication according to the doctor's guidance, and please fill in your medication record and symptom record in a timely and objective manner. You must return the unused medication and its packaging at visit 2 (at enrollment), Visit 4 (28±4 days after medication), Visit 6 (60±4 days after medication), Visit 7 (28±7 days after discontinuation), and bring other medications you are taking, including those that you must continue to take if you have other co-existing diseases.
During the study, you should not take other medications that are effective for IBS-D symptoms. These include: antibiotics, such as erythromycin; Drugs that regulate the gut microecology, such as bifidobacterium; Parasympathetic inhibitors, such as scopolamine, atropine, belladonna, etc.; Muscle relaxants such as succinylcholine; Antidiarrhea agents such as loperamide, Smecta, etc.; Opioids, etc. If you need any other treatment, please contact your doctor beforehand.
Possible benefits of participating in the study

Direct Benefit: If you agree to participate in this study, you may receive direct medical benefits. Your symptoms may or may not improve.
Potential Benefit: We hope that the information obtained from your participation in this study will benefit you or other patients with your condition in the future.

Although there has been some evidence of the satisfactory efficacy of Changyanning in the treatment of IBS, this does not guarantee that it will work for you. The Changyanning tablet used in this study is not the only treatment for IBS-D. If it does not respond to your condition, you can ask your doctor about alternative treatments that may be available.
Possible adverse effects, risks and discomfort of participating in the study
During the study, you may experience some adverse events (adverse medical events that occur after subjects receive the investigational drug), risks, discomfort, and inconvenience. For example:
Risks of blood drawing: The blood collection process in the study was the same as routine blood collection in hospitals and posed no additional risks. A few people may have temporary discomfort and/or bruising at the acupuncture point, which in most cases resolves spontaneously after a short period of time.
If you become unwell during the study, or your condition changes in a new way, or anything unexpected occurs, whether or not it is related to the study, you should inform your doctor in time and he/she will make a judgment and give appropriate medical treatment.
During the study, you need to visit the hospital on time and do some tests, which will take up some of your time and may cause you trouble or inconvenience.
In addition, any treatment may be ineffective, and the disease may continue to develop due to ineffective treatment or the combination of other diseases. This is a treatment risk that every patient will face, even if they do not participate in this clinical study. During the study, if the investigator finds that the treatment used in this study is not effective, the study will be discontinued and other treatments that may be effective will be used.
If the patient's symptoms become unbearable during the study or the patient is not satisfied with the response, the investigator will add piverium bromide to the patient's treatment on a case-by-case basis.

Damage related to this study will be dealt with in accordance with the relevant laws and regulations of China.
Your need to be followed up on time during the study will inconvenience you and will incur some expenses (such as your transportation costs, etc.). In this study, you will receive 600 yuan compensation after completing all visits during the treatment, and 400 yuan compensation after completing the follow-up treatment, totaling 1,000 yuan.
Related expenses

During the study, Expenses related to the study will be paid by the sponsor, Jiangxi Kangenbei Chinese Medicine Co., LTD., including drugs *, examination fees and other medical expenses ** during the screening and study. However, other medical expenses unrelated to this study are not within the scope of payment by the sponsor and should be borne by the subjects themselves.

* : The drug range is Changyanning tablet/Changyanning tablet placebo, Piverium bromide.

** : Tests and other medical expenses cover vital signs, physical examinations and laboratory tests (blood routine, urine routine, C-reactive protein (CRP)) as mentioned in " What will be required if you participate in the study"; Stool routine +OB, liver function, kidney function, hematural amylase (AMY), thyroid function, erythrocyte sedimentation rate (ESR), calvetin, electrocardiogram, blood pregnancy test for women of childbearing age; The investigators determined whether to perform colonoscopy, abdominal B-ultrasound).
Is personal information confidential?

Your medical records (study records /CRF, lab slips, etc.) will be kept in their entirety at the hospital where you were treated. The doctor will record the results of tests and other tests on your medical record. Researchers, medical ethics committees, and drug regulatory authorities will be allowed access to your medical records. Any public reporting of the results of this research will not disclose your personal identity. We will make every effort to protect the privacy of your personal medical information to the extent permitted by law.

According to the medical research ethics, trial data will be available for public inquiry and sharing except personal privacy information, which will be limited to web-based electronic databases, ensuring that no personal privacy information will be disclosed.

How can I get more information?

You can ask any questions about this study at any time and get answers accordingly.
Your doctor will notify you if there is any important new information during the study that may affect your willingness to continue participating in the study.
You can choose to participate in the study voluntarily and withdraw from the study

Whether to participate in the study is entirely up to you. You can reject to participate in the study, or withdraw from the study at any time during the study, without affecting your relationship with your doctor or the loss of your medical or other benefits.

In your best interest, The doctor or investigator may suspend your participation in the study at any time during the study.
If you withdraw from the study for any reason, you may be asked about your use of the trial drug. You may also be asked to undergo laboratory tests and a physical examination if your doctor deems it necessary.
What should you do now?

It is up to you (and your family) to decide whether to participate in the study.
Before you make a decision to participate in the study, ask your doctor as many questions as possible.

Thank you for reading the above material. If you decide to participate in this study, please tell your doctor and he/she will arrange everything for you. Please keep this information.

Informed consent signing page

Project name: A multicenter, randomized, double-blind, placebo-controlled trial of Changyanning tablet in the treatment of diarrheal irritable bowel syndrome (IBS-D)

Project undertaking unit: Wangjing Hospital, China Academy of Chinese Medical Sciences
Ethics approval number：WJEC-GCP-2022-003-P002

Declaration of consent

I have read the above introduction to this study and had the opportunity to discuss it with my doctor and ask questions about it. All my questions were answered satisfactorily.

I am aware of the possible risks and benefits of participating in this study. I understand that participation in the study is voluntary, I confirm that I have had sufficient time to consider it, and I understand that:
I can always ask the doctor for more information.
I can withdraw from the study at any time without discrimination or retaliation, and my medical treatment and rights will not be affected.

I also knew that if I dropped out of the study, especially because of medication, it would be in the best interest of me and the study if I told my doctor about any changes in my condition and completed the appropriate physical and physical examination.
If I need to take any other medication due to a change in my condition, I will seek my doctor's advice beforehand or let him know afterwards. 

I consent to the scientific and technical authorities, ethics committees or researcher representatives accessing my research data.

I consent□/refuse□use my medical records for research other than this study.
Finally, I decided to agree to participate in the study.
Patient signature：                            Tel：                        

Date：           Y         M        D         H       min

———————————————————————————————————I confirm that patients have been explained the details of the study, including their rights, possible benefits and risks.
Investigator signature：                           Tel：                        

Date：           Y         M        D         H       min

———————————————————————————————————

The Office of Medical Ethics Committee of Wangjing Hospital, China Academy of Chinese Medical Sciences Tel: 010-84739681
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