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Informed Consent Form
(ICF Template)
Project title: Efficacy and Safety of Crisugabalin in Patients with Refractory Chronic Cough: A
Randomized, Double-blind, Placebo-controlled Clinical Trial
Study site: Tongji Hospital, Tongji University (Shanghai, China)
Principal investigator (responsible study physician): Xianghuai Xu
You are being invited to take part in a clinical study. This informed consent form provides information
to help you decide whether to participate. Please read it carefully. If you have any questions, please
ask the investigator responsible for this study.
This study has been reviewed and approved by the Ethics Committee of Tongji Hospital, Tongji
University. Tongji Hospital is a tertiary (Grade A) general hospital and a qualified drug clinical trial
institution registered with the National Medical Products Administration (NMPA). The principal
investigator of this study is Dr. Xianghuai Xu, a director/associate chief physician of the Department
of Respiratory and Critical Care Medicine.
A total of 70 participants are planned to be enrolled and will be randomized in a 1:1 ratio: 35
participants to the crisugabalin treatment group and 35 participants to the placebo control group. One
hospital will participate in this study. This study site plans to enroll all 70 participants (35 in each
group).
1. Purpose of the study (Why is this study being conducted?)
1
2
To evaluate the clinical efficacy of crisugabalin in patients with refractory chronic cough by using
quantitative measures such as 24-hour cough frequency recording, cough symptom scores, and
a visual analogue scale (VAS).
To evaluate the safety and tolerability of crisugabalin in this patient population through adverse
event recording and questionnaire-based assessments of potential side effects.
2. Background and significance
Refractory chronic cough can severely impair quality of life, and its treatment remains an unmet
clinical need. Neuromodulators recommended by current guidelines, such as gabapentin and
pregabalin, may relieve cough symptoms, but common adverse reactions (e.g., somnolence and
dizziness) limit their broader clinical use and patient adherence. Crisugabalin, a new-generation
GABA analogue, has been designed with an optimized molecular structure and shows higher
selectivity for binding to the alpha2-delta subunit of voltage-gated calcium channels, as well as
improved pharmacokinetic properties. It is expected to maintain neuromodulatory efficacy while
reducing the risk of central nervous system adverse effects. Prior clinical studies have demonstrated
analgesic effects in conditions such as diabetic peripheral neuropathy, suggesting potential for
modulating central sensitization, with good tolerability and safety.
This study will use a randomized, double-blind, placebo-controlled design to evaluate the efficacy and
safety of crisugabalin for refractory chronic cough. Treatment will last 8 weeks, followed by 4 weeks
of follow-up. Changes in cough frequency, cough symptom scores, and cough-related quality of life
(e.g., the Leicester Cough Questionnaire [LCQ]) will be compared before and after treatment to
explore the feasibility and potential mechanisms of crisugabalin for improving refractory cough and to
provide evidence for clinical application of novel neuromodulators in this condition.
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3. Inclusion and exclusion criteria (Who can take part?)
You may be eligible if you meet all of the following:
•
•
Age 18 to 70 years;
Refractory chronic cough: after comprehensive evaluation according to the diagnostic pathway of
the Guidelines for Diagnosis and Treatment of Cough (2021) issued by the Asthma Group of the
Chinese Thoracic Society, the cause remains unclear, or cough persists despite treatment of an
identified cause;
•
•
Cough VAS score >= 40 mm;
Signed and dated the informed consent form.
You will not be eligible if any of the following apply:
•
•
•
•
•
Currently smoking or having quit smoking for less than 2 years;
History of respiratory tract infection within 8 weeks prior to screening;
Hepatic or renal disease that may affect drug metabolism;
Need for long-term use of angiotensin-converting enzyme inhibitors (ACEIs);
Initiated macrolide antibiotics or proton pump inhibitors for cough within 12 weeks prior to first
dosing;
•
•
•
•
•
Hypertension or other cardiovascular disease;
Contraindications to, or allergy to, the study drug;
Comorbid psychiatric illness or substance dependence;
Pregnancy or breastfeeding;
Any other condition that the investigator considers unsuitable for participation.
4. Study procedures (What will happen if I join?)
If you agree to participate, this study will use a randomized, double-blind, placebo-controlled design.
Eligible patients with refractory chronic cough will be randomized to the treatment group or the control
group. Participants in the treatment group will receive oral crisugabalin 20 mg twice daily (bid), i.e., 40
mg/day, for 8 weeks. Participants in the control group will receive a placebo identical in appearance
to the study drug, with the same dosing frequency and duration.
Assessments will be performed at baseline, during treatment at Weeks 2, 4, and 8, and at a 4-week
follow-up after stopping treatment. You will be asked to complete evaluations including cough VAS,
cough symptom scores, and the LCQ. Cough frequency, symptom improvement or remission, and
any treatment-related adverse reactions will be recorded. The study will compare the efficacy and
safety of crisugabalin versus placebo.
After the study ends, your biological samples and information will be stored confidentially. They will
not be disclosed or used for other purposes without your consent and approval by the ethics
committee.
As a participant, you should provide accurate information about your medical history and current
condition, cooperate with all assessments, and proactively inform the study doctor whether you have
participated in other studies or used other medications during this study to ensure scientific validity
and safety.
5. Possible risks and discomforts
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1) Risks possibly related to treatment:
The study drug is crisugabalin. Possible common adverse reactions include, but are not limited to:
dizziness, somnolence, weight changes, nausea, vomiting, constipation, weakness, peripheral
edema, and abnormal liver function tests. Metabolic abnormalities such as hyperuricemia,
hyperlipidemia, and hypertriglyceridemia may also occur. A few participants may experience anxiety
or mood changes, which will be monitored and assessed using the Generalized Anxiety Disorder
scale (GAD-7).
2) Risks possibly related to tests:
During the study, you will undergo routine clinical tests such as blood tests, assessment of liver and
kidney function, and weight measurement. Blood draws may cause local redness, bruising, or mild
pain; rarely, fainting or infection may occur.
3) Other risks/discomforts:
Participation may require time for clinic visits, questionnaires, and examinations and may affect your
daily activities. If you experience any discomfort, any new changes in your condition, or any
unexpected events during the study, whether or not they are related to the study drug or
examinations, please contact your primary treating physician promptly. The physician will make a
judgment based on the specific situation and provide appropriate medical care.
6. Possible benefits (How might this study help me?)
Participation may provide potential benefits. Crisugabalin is a novel neuromodulator that may reduce
central hypersensitivity and relieve cough symptoms. If you are assigned to the treatment group, you
may have an opportunity for symptom improvement and better quality of life. Even if you are assigned
to the placebo group, some participants may experience symptom relief due to a placebo effect. In
addition, you will receive standardized medical examinations and regular follow-up during the study,
including cough assessment, laboratory testing, and safety monitoring, which may help you better
understand your health status and obtain timely medical care if abnormalities occur.
7. Additional costs or burdens (Will I have to pay?)
Participation will not increase your out-of-pocket expenses. Costs related to the study, including the
study drug, study-related examinations, treatments, and other medical services required by the
protocol, will be covered by the study budget. However, costs for treatments and examinations
needed for your other concurrent diseases are not covered.
8. Compensation for participation
We will reimburse reasonable transportation costs incurred by participating in this study: RMB 50 for
each clinical visit (10 visits in total). In addition, we will provide a nutrition compensation of RMB 100
for each blood draw (3 times in total). If you withdraw early, reimbursement and compensation will be
provided according to the actual number of visits and/or blood draws completed.
9. Medical treatment and compensation for study-related injury
If you are injured or experience an adverse event during participation or while taking the study
medication, please contact the study doctor. You will receive timely treatment. For any injury
determined to have a causal relationship with this study or the study drug, the sponsor will cover the
medical expenses and provide financial compensation in accordance with relevant national laws and
regulations. Even if you sign this informed consent form, you still retain all your legal rights.
10. Your responsibilities as a participant
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•
•
•
•
Provide truthful information about your medical history and current health status;
Tell the study doctor about any discomfort or symptoms that occur during the study;
Do not take restricted medications/foods as required by the protocol;
Tell the study doctor whether you have recently participated in other studies or are currently
participating in other studies.
11. Privacy and confidentiality
If you decide to participate, we will make every effort to protect your privacy to the extent permitted by
law. Any public report of this study will not disclose your personal identity. Your study doctor and the
research team will collect information for this study. This may include your date of birth, sex, height
and weight; health information, medical history, diagnoses; and data obtained from blood or urine
samples and imaging materials. This is referred to as 'personal information.' Personal information
does not include information that has been anonymized.
During and after the study, your personal information will be collected, processed, and stored. Your
medical records (including the original medical charts, laboratory reports, etc.) will be kept in full at
the hospital where you receive care. To the extent permitted by law, monitors, auditors, the ethics
committee, and regulatory inspectors may review your original medical records to verify the trial
process and data. Your identity will not be disclosed during this process.
As part of this study, the study doctor will also record relevant assessment results in your medical
record and may review your medical record to obtain health information such as past medical history
and recent treatments.
Your personal information will be stored only at this study site. Any information provided externally
will be anonymized (your identity will be represented by your date of birth and a participant number).
Therefore, your personal information will not be revealed. The data will be password-protected and
referred to as 'study data.' The study doctor controls the password. Unless it is necessary for your
health and benefit, for the health and benefit of other participants, or required by law, your personal
information will not be disclosed to anyone.
In accordance with research ethics, trial data (excluding personal privacy information) may be made
available for public query and sharing. Such query and sharing will be limited to web-based electronic
databases and will not disclose any personal privacy information. If you find that your information is
inaccurate or incomplete, you have the right to request correction or supplementation through your
study doctor.
After anonymization, information may be used in accordance with applicable laws and regulations
within China or worldwide for conducting and evaluating research as described in the protocol, for
further research and development and safety evaluation of new products and/or improvements to
existing products, and for applications for marketing authorization and sales in any region.
The results of this study may be published in medical journals; however, your study records will be
kept confidential in accordance with legal requirements, and no personal information will be disclosed
in publications.
If you withdraw your consent, the study doctor will no longer use your study data or share it with
others. However, study data that were shared with the sponsor before you withdrew may still be used
by the sponsor.
If the requirements for processing and managing your personal information change, the study doctor
will inform you of the changes in a timely manner and will obtain your consent again if required.
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During the study, we will contact you promptly about any meaningful new developments or new
medical information related to your health. Any new information that may affect your decision about
whether to continue participation will also be communicated to you in a timely manner.
12. Alternative treatments and comparison of options
Participation is not your only treatment option. If you choose not to participate, you can still receive
other treatments and guidance from your doctor. The doctor will develop a treatment plan based on
your condition and will explain potential benefits and risks. Current standard treatment options may
include:
•
•
Gabapentin therapy;
Flupentixol-melitracen therapy.
13. Your rights
Your decision to participate is entirely voluntary. You may refuse to participate or withdraw from the
study at any time, and your data will not be included in the study results. This will not affect your
relationship with your doctor, and your medical care, benefits, and rights will not be affected. If you
need other treatment, do not follow the study plan, experience study-related injury, or for any other
reason, the study doctor may end your participation and will provide recommendations for your next
treatment plan based on your health status.
If you withdraw early, for safety reasons we may ask to complete, as far as possible, the
examinations required at the final safety follow-up visit; you have the right to refuse. If you withdraw
and later learn new information related to your health or rights, please inform the study doctor
promptly, and we may contact you again as needed.
14. Who to contact if you have questions or concerns
If you have any questions about this study, please contact:
Study doctor: Xianghuai Xu Tel: 13764459488.
If you would like to express dissatisfaction during the study process or have questions related to your
rights and interests, please contact the Secretary of the Ethics Committee of Tongji Hospital, Tongji
University. Tel: 021-66111243; Email: tongjilunli2012@163.com.
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Signature Page for Informed Consent
I have read this informed consent form, discussed this study with the doctor, and asked questions.
The doctor has explained in detail the purpose, procedures, potential risks, and potential benefits of
the study, and has answered all of my questions. I understand that participation is voluntary.
I confirm that I have had sufficient time to consider participation, including possible risks. I understand
that I may request more information at any time, and that I may withdraw from the study at any time
without discrimination or retaliation, and that my medical care and benefits will not be affected by
withdrawal. I also understand that if I withdraw early, especially due to treatment-related reasons, it is
beneficial for me and the study to inform the doctor promptly of any changes in my condition and, as
appropriate, to complete relevant physical and laboratory examinations. If changes in my condition
require other treatments, I will consult the doctor in advance or inform the doctor truthfully afterwards.
I voluntarily agree to participate in this study. I agree that the investigators, sponsor, health/regulatory
authorities, and the ethics committee may review my study data. I will receive a copy of this informed
consent form signed and dated.
Participant name (print):
Telephone:
______________________________Participant signature:
______________________________Date (YYYY/MM/DD):
____________________________
____________________________
____________________________
____________________________
____________________________
____________________________
Legally authorized representative/gu_a_r_d_ia_n__n_a_m_e__(_p_ri_n_t)_: _____________Signature:
Telephone:
______________________________Date (YYYY/MM/DD):
______________________________Witness signature:
______________________________Date (YYYY/MM/DD):
Witness name (print):
Telephone:
Note: A witness signature is required if the participant is illiterate. A legally authorized representative/guardian
signature is required if the participant lacks decision-making capacity.
I have accurately explained this document to the participant. The participant has read (or had read to
them) this informed consent form and had the opportunity to ask questions. I confirm that the
participant has voluntarily agreed to participate.
Investigator name (print):
Telephone:
______________________________Investigator signature:
______________________________Date (YYYY/MM/DD):
____________________________
____________________________
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