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Informed Consent Form 

Part one: Participant information 

We are conducting a randomized, single-blind, placebo-controlled Phase I clinical study to assess the 

safety and efficacy of exosome nebulization therapy for pulmonary fibrotic lesions. Since your 

condition may meet the eligibility criteria for this study, we would like to invite you to participate. This 

informed consent form will provide you with information about the study’s purpose, procedures, 

potential benefits, risks, and costs. Please read it carefully before making a decision about whether or 

not to participate. During the explanation and discussion of the consent form, you are free to ask any 

questions and have the research staff clarify any points you do not understand. You may also discuss 

your decision with family, friends, or your doctor before making a final choice. 

If you are currently participating in other clinical studies, please inform the research team. 

The principal investigators of this study are Professors Huang Huaping and Hao Xinbao from the First 

Affiliated Hospital of Hainan Medical University. The collaborating research institutions include 

Tsinghua University and Shanghai GeneCell Bioscience Co., Ltd. 

1. Why is this study being conducted? 

Currently, there are no effective clinical treatments for pulmonary fibrotic lesions caused by infections 

and various other factors. Therefore, addressing the issue of lung tissue repair in pulmonary fibrotic 

lesions, improving patients' quality of life, and extending life expectancy are urgent challenges for 

clinicians. 

At present, we need to conduct a small-sample, randomized controlled clinical study to assess the 

safety and efficacy of exosome nebulization therapy in patients with pulmonary fibrotic lesions. 

2. Who will be invited to participate in this study? 

If you decide to participate in this study, you will need to undergo a pre-specified screening assessment 

to confirm whether you meet the criteria for this clinical trial. The screening will include questions 

about your medical history, medication history, allergy history, as well as a physical examination, blood 

tests, electrocardiogram, and high-resolution chest CT scans. If you pass the screening and have no 

contraindications for participating in the study, you will be enrolled, with an observation period of 4 

weeks/12 weeks, followed by phone follow-ups at 24 weeks and 48 weeks after enrollment. 

This study involves a new treatment method, and its effects on pregnant women and fetuses are 

unknown. Therefore, participants must use contraception during the study if they engage in sexual 

activity. 

Inclusion criteria 

1. Age between 18 and 80 years (inclusive), no gender restriction. 

2. Meets HRCT criteria for pulmonary fibrotic lesions: 

a) Manifestations include linear, rigid high-density shadows or nodular high-density shadows in the 

lungs. 

b) Manifestations include diffuse reticular, linear, honeycomb-like shadows or reticulonodular 

shadows in both lungs. 

3. Typical HRCT imaging features of pulmonary fibrotic lesions within the past 12 weeks, including 

idiopathic pulmonary fibrosis, COPD with fibrosis, and chronic cough caused by organizing 

pneumonia post-COVID-19 infection. 

4. Able to understand and cooperate with the pulmonary function test procedures. 

5. Fully informed about the purpose, methods, and possible discomfort of the trial, agrees to 
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participate, and voluntarily signs the informed consent form. 

6. Good compliance, willing to follow the medication regimen as required by the protocol and attend 

follow-up examinations on time. 

 

Exclusion criteria: 

1. Previous stem cell therapy. 

2. Intolerance to nebulized inhalation therapy. 

3. Allergic constitution or history of potentially life-threatening drug allergies. 

4. Pregnant or planning to become pregnant soon, or breastfeeding women. 

5. Male participants with reproductive potential and female participants of childbearing age 

unwilling to use effective contraception during the treatment period and for 12 months 

following the end of the follow-up. 

6. History of malignant tumors or systemic anti-cancer treatment within 5 years prior to the 

screening period. 

7. Active hepatitis B or C virus infection, or HIV infection. 

8. History of organ transplantation or currently awaiting organ transplantation. 

9. Underwent surgery (excluding diagnostic surgery) within 8 weeks prior to enrollment, 

planning to undergo surgery during the study period, or with an unhealed surgical wound prior 

to enrollment. 

10. Taking or planning to take nintedanib or pirfenidone within the past month. 

11. Any of the following lung diseases: bronchial asthma, active pulmonary tuberculosis, 

pulmonary embolism, pneumothorax, pneumoconiosis, idiopathic pulmonary arterial 

hypertension, obliterative bronchiolitis, or other active lung diseases. 

12. Current or recent (within 4 weeks) pneumonia. 

13. Previous lung resection surgery. 

14. Currently requiring oxygen therapy for more than 15 hours per day. 

15. History of mental illness, epilepsy, or other central nervous system diseases. 

16. Severe other systemic diseases such as myocardial infarction, unstable angina, heart failure, 

liver cirrhosis, acute glomerulonephritis, etc. 

17. Participation in any other clinical trial within 3 months prior to screening. 

18. Currently participating in another clinical trial. 

19. Poor compliance, making it difficult to complete the study. 

20. Any condition that the researcher believes may increase the risk to the participant or interfere 

with the study results. 

3. How many people will participate in this study? 

This study plans to recruit 24 participants for a single-center, randomized, single-blind, 

placebo-controlled clinical trial to assess the safety and efficacy of exosome inhalation therapy in 

patients with pulmonary fibrotic lesions. 

4. How will the study be conducted? 

A total of 24 participants will be enrolled and treated with exosome nebulization. The placebo is a 

substance resembling the study drug in appearance but has no therapeutic effect. 

Administration method: nebulization; 
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Dosage and frequency: 2 ml per dose (containing 2×10⁹ particles), twice daily; 

Treatment duration: 7 days. 

This is a randomized controlled trial, with participants randomly assigned to the treatment and control 

groups at a 1:1 ratio. You will not know which group you are in until the study ends. The study consists 

of three phases: screening, treatment, and follow-up. The detailed process is shown in the clinical trial 

flowchart (Table 1). 

5. How will participating in this study affect participants' daily lives? 

 When deciding whether to participate in this study, please carefully consider the potential 

impact of the tests and follow-ups on your daily work, family life, and other responsibilities. 

Also, think about the time and transportation involved for each visit. If you have any questions 

about the tests or procedures involved, feel free to ask us. 

 Please consult your study doctor before taking any new medications. 

 For your safety and to ensure the validity of the study results, you cannot participate in any 

other clinical studies involving drugs or medical devices during the course of this study. 

6. Risks and adverse reactions for participants in this study 

The researchers will monitor for any side effects of exosome nebulization. During the trial, if you 

experience any side effects or discomfort, it is crucial that you report them immediately to the research 

team. The researchers may provide additional medications to alleviate these side effects or discomforts. 

If you or the researchers believe you cannot tolerate the side effects, the study medication may be 

discontinued, and you may withdraw from the study. 

Possible risks of exosome therapy: 

The exosomes used in this study are produced by Shanghai GeneCell Bioscience Co., Ltd., which has 

received certification for compliance with Good Laboratory Practice (GLP) for non-clinical drug 

studies. The equipment, reagents, and techniques used in the preparation of the exosome nebulization 

solution all meet national standards for drug preparation, and only products that pass rigorous quality 

testing will be administered to patients. During treatment, participants may experience the following 

adverse reactions: 

1. A few patients may experience mild symptoms such as flushing, rash, low-grade fever, chills, 

nausea, and vomiting, which can be alleviated with symptomatic treatment. 

2. A very small number of patients may experience more severe symptoms such as difficulty 

breathing, low blood pressure, tachycardia, or severe allergic reactions, in which case 

immediate and active treatment will be administered until the symptoms are relieved. 

3. There is a risk of pregnancy during the study. The effects of exosome therapy on pregnant 

women and fetuses are currently unknown. In the case of accidental pregnancy, there may be 

risks of miscarriage or fetal malformation. 

We will closely monitor you for any adverse events or reactions that may occur. If you experience any 

discomfort, changes in your condition, or unexpected situations during the study—whether or not they 

are related to the treatment—you should promptly inform your doctor, who will make an assessment 

and provide appropriate medical care. 
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There is also a possibility that the treatment may be ineffective, and your condition may continue to 

worsen due to treatment failure or the presence of other underlying diseases. If the doctor determines 

that the treatment used in this study is ineffective, the study will be immediately terminated, and other 

potentially effective treatments will be used. 

Radiation risks: 

During this clinical trial, you will undergo radiation-based examinations due to clinical testing 

requirements. Since radiation can produce biological effects on the body, the doctors will minimize 

your exposure to radiation while meeting the needs of the study. The radiation dose will remain within 

the allowable limits set by national and international regulations. 

Electrocardiogram (ECG): 

You will need to undergo a 12-lead electrocardiogram during this trial. The potential risk is skin 

irritation from the electrodes or discomfort when removing the electrodes. 

Blood pressure: 

The cuff used to measure blood pressure may cause discomfort or bruising on your arm. 

Blood draw risks: 

The risks associated with blood draws from the arm include temporary discomfort and/or bruising. 

Though unlikely, there is also a risk of infection, excessive bleeding, clotting, or fainting. 

Reproductive risks: 

 For female participants: If you are breastfeeding, pregnant, think you might be pregnant, or 

are planning to become pregnant, you cannot participate in this study. To participate, you must 

use contraception until the end of the study. If you are sexually active, you must use a 

contraceptive method that is acceptable to both you and the research team. If you become 

pregnant or think you might be pregnant during the study, it is crucial to inform the research 

team immediately. If you become pregnant, you will be withdrawn from the study, and the 

research team will discuss your next steps with you. 

 For male participants: Participation in this study may harm your sperm, which could affect a 

child conceived during the study. This harm is currently unpredictable. Please inform your 

partner of this risk to any potential unborn children. She should be aware that if she becomes 

pregnant, you must immediately inform the research team, and she should inform her doctor 

as well. 

Other risks: 

Because the study involves completing the SGRQ quality of life questionnaire, it may cause some 

psychological discomfort. If any questions make you feel uncomfortable, you may choose not to 

answer them. Additionally, there may be risks, discomforts, drug interactions, or adverse reactions that 

are currently unforeseeable. 

7. Possible benefits for participants in this study 

By participating in this study, you may potentially benefit, but we cannot guarantee an improvement in 



Phase I Clinical Trial Protocol for the Safety and Efficacy of Exosome Nebulization Therapy for Pulmonary Fibrotic Lesions 
          Informed Consent Form           

                               Version number/version date：V4.0/20231210 

 5 / 9 

 

your health condition. You may not receive any direct benefits from participating. However, the 

information gained from this study may hold scientific value and contribute to the development of new 

treatments, possibly benefiting others with similar needs. 

8. Are there alternative treatments if I do not participate in this study? 

You can choose not to participate in this study, and this will not negatively affect your access to 

standard medical treatment. Currently, there are no effective treatments for HRCT-diagnosed 

pulmonary fibrosis. 

9. Do I have to participate and complete this study? 

Your participation in this study is entirely voluntary. If you do not wish to participate, you can refuse, 

and this will not affect your current or future healthcare in any way. Even if you agree to participate, 

you can change your mind and withdraw from the study at any time, without facing discrimination or 

retaliation, and this will not impact your access to regular medical services. If you decide to withdraw, 

please inform the research team promptly so they can provide guidance and support for your health. 

You may also be withdrawn from the study under the following circumstances: 

1. You voluntarily choose to leave the study. 

2. You experience a Grade III or higher adverse event deemed related to the exosome treatment. 

3. You exhibit severe non-compliance. 

4. Pregnancy, a severe adverse event, death, or loss of contact occurs. 

5. The researchers believe there are other necessary reasons for withdrawal. 

For participants who withdraw, the research team will attempt to continue follow-up monitoring for 

safety reasons, but you have the right to decline further follow-ups. After withdrawal, you will still be 

in the follow-up phase and receive periodic check-ups to monitor your survival status. 

The clinical researchers or regulatory authorities may also terminate the study during its course. If the 

study is terminated early, we will inform you promptly, and your research team will advise you on 

further treatment plans based on your health condition. 

In principle, after you withdraw, your information will be securely stored until final destruction and 

will not be further used or disclosed. However, in rare cases, the researchers may need to continue 

using or disclosing your information, even after you have withdrawn or the study has ended. These 

cases include: removal of your information may compromise the scientific validity or safety assessment 

of the data, or limited information may be needed for research, teaching, or other activities (without 

revealing your name, ID number, or other personally identifiable information). If government 

regulators require oversight of the study, they may request to view all study-related information, 

including your data from when you participated. 

10. Study participation costs 

You will receive the study drug and any required tests free of charge as per the study protocol. There 

will be no additional charges for the study drug or any study-related procedures. You will not be 
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charged any other fees for participating in this study. Additionally, we will provide you with travel 

reimbursement for your visits, totaling ¥600. The specific breakdown is as follows: 

 ¥200 for completing the screening visit. 

 ¥200 for completing the baseline visit (random assignment). 

 ¥200 for completing the end-of-treatment visit. 

11. Handling of study-related injuries 

If your health is harmed during your participation in this study, please inform the research team 

(Contact: [      ] and phone number: [      ]). According to Chinese regulations, if any 

study-related harm occurs, we will immediately take active medical measures for treatment, and 

compensation will be provided according to the current laws (medical and related costs will be covered 

by the sponsor). If unexpected serious adverse events occur due to the study, which align with the 

terms of the clinical trial liability insurance (which has been purchased by the sponsor), compensation 

will be provided by the insurance company. 

12. What is required of me if I participate? 

 Provide accurate information about your medical history and current health status. 

 Inform the research team of any health issues you experience during the study. 

 Inform the research team of any new medications, drugs, vitamins, or herbal remedies you 

take during the study. 

 Do not take any medications or treatments, including prescription drugs and over-the-counter 

products (including vitamins and herbs), without the research team’s approval. 

 Use the study medication as directed and attend all required visits. 

 Do not participate in other medical studies. 

 Use appropriate contraception throughout the study. 

 Follow the instructions of the research team. 

 If you have any questions, feel free to ask at any time. 

13. Will personal information of participants be kept confidential? 

If you decide to participate in this study, your participation and personal data will be kept confidential. 

Your blood/urine samples will be labeled with a study ID number instead of your name. Identifiable 

information about you will not be disclosed to anyone outside the research team unless you give your 

permission. All members of the research team are required to keep your identity confidential. Your 

records will be stored in a locked file cabinet and will only be accessible to the research team. To 

ensure the study is conducted according to regulations, government authorities or ethics committee 

members may access your personal data at the study site if necessary. When the results of this study are 

published, no personal information about you will be disclosed. 

14. Will you be informed of new information related to the study? 

During the trial, we may learn new information about the treatment. We will notify you promptly, so 

you can decide whether to continue participating or withdraw from the study. 
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15. Who should be contacted if there are questions or issues? 

If you have any questions related to this study, please contact Dr. [ ] at [ ]. 

If you have questions regarding your rights as a participant, you may contact the Ethics Committee of 

the First Affiliated Hospital of Hainan Medical University at 0898-66735891. 
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sion Criteria 

√ √             

Height/Weight √          √ √   

Body 

temperature 

√ √ √ √ √ √ √ √ √ √ √ √   

Respiratory rate √ √ √ √ √ √ √ √ √ √ √ √   

Physical 

examination 

√ √ √ √ √ √ √ √ √ √ √ √   

Blood routine 

examination 

 √        √  √   

Urine routine 

and pregnancy 

test 

 √        √  √   

Infectious 

disease 

screening 

 √          √   

blood 

biochemistry a 

 √        √  √   

tumor marker  √          √   

IL-6、IL-10  √          √   

Peripheral blood 
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subsets 

 √          √   

Chest HRCT  √         √ √   
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a) Including liver and kidney function, blood glucose, blood lipid

ECG  √        √  √   

Oxygen 

saturation at the 

fingertips 

 √ √ √ √ √ √ √ √ √ √ √   

lung function  √        √ √ √   

6 min walk 

distance 

 √        √ √ √   

St George's 

Respiratory 

Questionnaire 

（SGRQ） 

 √        √ √ √   

Leicester Cough 

Questionnaire 

 √        √ √ √   

modified 

Medical 

Research 

Council 

 √        √ √ √   

Acute 
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events 

  √ √ √ √ √ √ √ √ √ √   

Disease 

progression 

events c 

  √ √ √ √ √ √ √ √ √ √   

Disease 

outcomes 

  √ √ √ √ √ √ √ √ √ √   

AE/SAE   √ √ √ √ √ √ √ √ √ √ √ √ 
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Informed consent · Consent signature page 

Statement of informed consent of the subjects 

I have been informed about the background, objectives, procedures, risks, and 

benefits of the randomized, single-blind, placebo-controlled phase I clinical study on 

the safety and efficacy of aerosolized exosome therapy for fibrotic lung lesions. I have 

had ample time and opportunity to ask questions, and I am satisfied with the answers 

provided. I have also been informed about whom to contact if I have further questions 

or need more information. I have read this informed consent form and agree to 

participate in this study. I understand that I may withdraw from the study at any time 

without providing a reason. I am also aware that if I withdraw from the study, 

particularly due to drug-related reasons, informing the doctor of any changes in my 

condition and completing the necessary physical and laboratory examinations will be 

beneficial for both myself and the overall study. I agree to allow the drug regulatory 

authorities, the ethics committee, or representatives of the sponsor to review my study 

data. 

Finally, I agree to participate in this study and follow the medical instructions. I have 

been informed that I will receive a copy of this informed consent form, which will 

include the signatures of both myself and the researchers. 

  

 

Subject's signature:                              Date： 

Signature of legal representative [if applicable]:       Date： 

Relationship with subjects: 
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Investigator informed statement 

I have informed the subject (and their legal representative) about the background, 

objectives, procedures, risks, and benefits of the clinical study on the safety and 

efficacy of inhaled exosome aerosol therapy for patients with fibrotic lung lesions. I 

have given them sufficient time to read the informed consent form, discuss it with 

others, and answered any questions they had about the study. I have provided the 

subject with contact information in case they encounter any issues. I have also 

informed the subject (or their legal representative) that they may withdraw from the 

study at any time without providing a reason. 

 

Signature of the researcher:        Date: 
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