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Information Disclosure Page

Participant Information Sheet

Dear Patient,

We invite you to participate in the phase II clinical trial to exempt from axillary lymph node
dissection (ALND) for breast cancer patients achieving axillary complete response (apCR) after
neoadjuvant therapy. This study is initiated and led by Director Jue Wang and Xiaoming Zha, and
will be conducted in the Department of Breast Diseases, Jiangsu Province Hospital. 92 subjects is
expected to participate voluntarily. This study has been reviewed and approved by the Ethics
Committee of the First Affiliated Hospital of Nanjing Medical University (Jiangsu Province

Hospital). Ethical Review number is 2023-SR-169.

Before making a decision, it is essential that you read and fully acknowledge this informed
consent document. This document details the study's objectives, methodologies, potential benefits,
and associated risks. It also provides an overview of your responsibilities and recommended
precautions. If you decide to participate in this study, you can consult any questions with your
research doctor. Upon reaching a clear understanding, both you and your research doctor will sign

this document. You will be provided with a copy.

1. Why is this study conducted?

Up to 40% of patients with positive axillary lymph node breast cancer may convert to negative
(ypNO) after NST. However, the current clinical guidelines still recommend ALND, which will
bring about more complications, such as lymphedema, dysfunction, pain and numbness in
affectedl upper limb and the axilla, to ypNO patients. Actually, it is feasible to downgrade axillary
surgery in such patients, with high requirements to technical and equipment, such as: (1) using
dual tracers (dye and radionuclide) for Sentinel Lymph Node Biopsy (SLNB); (2) =3 axillary

lymph nodes must be removed; (3) titanium clips must be used before neoadjuvant therapy to
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localize metastatic axillary lymph nodes and ensure that the localized lymph nodes will be
removed at the time of surgery. However, radioactive particles are under strict supervision in most
countries and regions around the world (including our country), which prevents the vast majority

of countries and regions from performing axillary downstaging procedures.

Team of Director Xiaoming Zha has been conducting clinical research since 2019, and
successfully developed Stained Region Lymph Node Biopsy (SrLNB) to downstage axillary
surgery. In STLNB procedure, titanium clips is used to mark positive lymph node, and carbon
nanoparticle suspension will also be injected under the guidance of ultrasound for staining at the
time of diagnosis. When surgery after completion of NST, clipped and the stained lymph nodes
will be biopsied. Data from the our previous study showed that the false-negative rate of
stained-area lymph node biopsy was 5.3%, much lower than the generally recognized threshold of

10%, suggesting that STLNB is safe and feasible.

In this study, team of Dr. Zha intends to enroll patients with positive axillary lymph nodes at
diagnosis and receiving NST to undergo STLNB. When SrLNB turns out to be negative, ALND is
exempted, and then undergo axillary area radiotherapy after surgery. The physician team will
further evaluate the efficacy and long-term safety of the procedure by following up and

monitoring data such as local recurrence and complication rates.

2. Who is eligible (or not) to participate in the study?

The main inclusion criteria includes: (1) female breast cancer patients aged 18-70 years; (2)
pathologically confirmed metastatic axillary lymph nodes at the time of diagnosis, with stage of

cN1-3; (3) successful injection of carbon nanoparticle suspension to mark positive lymph nodes.

The main exclusion criteria includes: (1) bilateral breast cancer or during lactating/pregnant period;
(2) clinically confirmed distant metastases; (3) unable to complete the subsequent adjuvant
therapy in full course as prescribed for various reasons; (4) not eligible for enrollment as judged

by the investigator.

3. What need to do if participate in the study?

If you are willing to participate in this study, the surgeon will perform SrLNB. When
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intraoperative rapid pathology shows positive results (with micrometastases and isolated tumor
cells), then you will be excluded from this study and proceed with ALND, other adjuvant
treatments including chemotherapy, endocrine therapy and targeted therapy, will be performed
according to guidelines. When intraoperative rapid pathology shows negative results, ALND will
be omitted, postoperative regional lymph node radiotherapy (RNI) including axilla will be
required, and other adjuvant treatments will be performed as prescribed. When the intraoperative
pathology unable to clarify the presence of metastasis, the subsequent axillary will be suspended,

and whether to add ALND will be depends on the routine pathology.

We will perform a follow-up within 3 years after surgery, which mainly includes: (1) breast and
whole body imaging; (2) upper extremity circumference and bioelectrical impedance examination;

(3) quality of life questionnaire.

4. What’s the benefit to participate?

Patients who only undergo SrLNB are likely to experience less postoperative complications such
as upper limb lymphedema, dysfunction, numbness and pain, and have improved quality of
life,compared to ALND patients. In addition, our team will provide several examinations for free
(see details in“Do I need to pay for participation in the study?”’) and closely monitor the results of

subsequent visit to provide effective treatment and guidance timely.

5. What’s the risk to participate?

SrLNB is the original and latest axillary downstaging procedure developed by team od Dr. Zha,
which has been found with good operability and safety in our previous study. However, same as
sentinel lymph node biopsy, there is possibility of false-negative results due to missed biopsy to
metastatic lymph node, which may increase the possibility of recurrence in the axillary or even
distant metastasis. Thus, all patients exempted from ALND in this study will undergo axillary
radiotherapy to further eliminate tumor cell that may have been missed, reducing the risk of local
recurrence and distant metastasis. Even with the boost of radiotherapy to the axilla and other
subsequent systemic treatments, there may be an increased risk of local recurrence and distant
metastasis. Our team will closely monitor recurrence and metastasis through regular follow-up, so

that timely treatment measures (including complementary axillary surgery, etc.) can be taken.
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In case of any discomfort and adverse reactions, please promptly contact the study physician. All
agents of chemotherapy, targeted therapy, endocrine therapy, and radiation used in this study are
part of the routine clinical treatment of breast cancer. Even if you do not participate in this study,
these side effects/adverse reactions may occur as long as you receive these treatments. In addition,
any treatment may failed to take effect, as well as the disease continue to progress due to

ineffective treatment or other coexisting diseases.

6. Do I need to pay for participation in the study?

To compensate for any inconvenience this study may cause, bioelectrical impedance analysis,
follow-up of quality of life and monitoring instructions will be provided free of charge during this
study. The cost of medications for routine breast cancer treatment and follow-up examinations will
not be covered. The cost of treatments and tests required for other medical conditions, or
switching to other treatments if the treatment failed to take effect, will not be covered as well.
Transportation, lost wages, and nutritional expenses are not covered by this study. In case of
trial-related damages, appropriate treatment and compensation will be provided in accordance

with relevant national regulations.

7. Is personal information confidential?

Your medical records will be kept at the hospital, and only the investigator, research authorities,
and ethics committee are allowed to access your medical records. Any public reporting of the
results of this study will not disclose your personal identity. Every effort will be made to protect

the privacy of your personal medical information to the extent permitted by law.

8. What other treatments are available if not participating in this study?

If not participate in this study, you will undergo ALND, and the incidence and severity of arm
mobidity may be higher. However, the subsequent adjuvant treatment will be performed according

to clinical guidelines without change.

If you participate in the study but drop out halfway through the follow-up, you will still receive

the most standardized and regular treatment.

9. Do I have to participate in the study?
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Participation in this study is completely voluntary, and you may refuse to participate or withdraw
at any time during the study, which will not affect your treatment. If you decide to withdraw,
please contact the doctor, you may be asked to undergo related tests and complementary
procedures (e.g., axillary lymph node dissection, etc.) that may be beneficial to protect your

health.

If you have any questions related to your personal rights and interests, you can contact the Ethics

Committee of our hospital at 025-68306360.
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Informed Consent

Consent Signature Page

SUBJECT DECLARATION: I have read the above description of this study and fully
understand the possible risks and benefits of participating in this study. I volunteer to participate in

this study. I understand that I will be given a copy of this informed consent form.

I agreeo or declinen to other research utilizing my medical records and clinical specimens related

to this study.

Patient Signature: Date of Signature:

Contact phone number:

Or

(To be used only if subject is incapacitated)

Signature of Legal Representative:

Date of Signature:

Relationship to the patient:

Contact phone number:

INVESTIGATOR DECLARATION: I confirm that I have explained the details of this study,
particularly the possible risks and benefits of participating in this study, and answered all relevant
questions from the subject, who has voluntarily agreed to participate in this study. This informed
consent form is in duplicate, with one signed copy retained by the investigator and one by the

subject.

Signature of Investigator: Date of Signature:

Contact phone number:
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