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SchemaAdvanced solid tumors for which treatments recommended by practice guidelines have been completed or are no longer available*
* Breast, lung, stomach, colorectal, hepato-biliary-pancreatic, gynecological, and urological cancers
Arm A: Standard of Care
150 patients
Best Supportive Care
No cancer drug therapy until 12 weeks after enrollment
Physician's choice of treatment from 13 weeks after enrollment
(May continue best supportive care)
Randomization
Arm B: Study treatment
150 patients
Physician's choice of cancer drug therapy
Allocation factors
· PS
· Age
· Cancer type

[image: ]
Objective
This study aims to clarify effects on overall survival (OS) and quality of life (QOL) by comparing an arm receiving physician’s choice of any type of drug therapy with an arm receiving best supportive care (BSC), which is the Standard of Care, in patients who have received late-stage cancer drug therapy for whom cancer drug therapy cannot be aggressively recommended.

Primary endpoint	: Overall Survival
Secondary endpoints	: EORTC QLQ-C30
EQ-5D-5L
Health economics
Quality-adjusted life years (QALY)
Length of hospital stays up to 12 weeks after enrollment
Number of scheduled outpatient visits up to 12 weeks after enrollment
Number of emergency room and unscheduled outpatient visits up to 12 weeks after enrollment 

Population
Patients must meet all of the following eligibility criteria and not fall under any of the exclusion criteria:

Eligibility criteria (Inclusion criteria)
1) Histologically or cytologically diagnosed with solid cancer, namely: breast cancer, lung cancer, stomach cancer, colorectal cancer, hepatobiliary pancreatic cancer (hepatocellular carcinoma, biliary tract cancer [intrahepatic bile duct cancer, extrahepatic bile duct cancer, gallbladder cancer, duodenal papillary cancer], pancreatic cancer), gynecological cancer (ovarian cancer, fallopian tube cancer, peritoneal cancer, cervical cancer, uterine cancer [including sarcoma]), urological cancer (prostate cancer, renal cancer, urothelial cancer).
2) Advanced, metastatic, or recurrent disease that is unresectable or cannot be radically irradiated.
3) The value of cancer drug therapy is unknown or judged by attending physician that it cannot be not aggressively recommended*. (e.g., treatments recommended by practice guidelines have all been completed or are no longer available)
* Any questions regarding eligibility may be discussed with the responsible Steering Committee member.
4) Medications that are not recommended in clinical practice guidelines may be used.
5) Not scheduled to undergo gene panel testing.
6) Aged 18 years or older at enrollment.
7) Performance status (PS) is 0, 1, or 2 according to ECOG criteria (PS must be documented in the patient's medical record).
8) No measurable lesions are required.
9) No symptomatic brain metastases and no spinal metastases requiring radiation or surgical procedures.
10) Able to make outpatient visits.
11) Preserved organ function so as to be able to receive drug therapies.
12) Able to complete QOL surveys using an electronic device (assistance by a caregiver is permitted).
13) Written informed consent for study participation has been obtained from the patient personally.

Exclusion criteria
1) Infectious disease requiring systemic treatment.
2) Any concurrent psychiatric disorder or psychiatric symptoms that interfere with the patient's daily life, compromising participation in the study.
3) Women who are pregnant, of childbearing potential, within 28 days after delivery, or nursing.
4) Any other reason that, in the opinion of the attending physician, would compromise participation in the study.

Treatment
Arm A: Best Supportive Care
No cancer drug therapy until 12 weeks after enrollment; symptomatic relief and necessary local therapy will be provided.
Use of cancer drug therapy at physician's discretion is permitted from 13 weeks after enrollment.
Arm B: Physician's Choice of Cancer Drug Therapy
Cancer drug therapy will be initiated within 2 weeks after enrollment. (Any medication may be used at the discretion of the investigator, etc., provided that the type, dosage, and administration of the drug used are approved by health insurance for use with the respective disease.)

Planned enrollment and study period
Planned enrollment: 300
Enrollment period: From date of study approval to November 30, 2027
Follow-up period: December 1, 2027 to November 30, 2029
Analysis period: December 1, 2029 to November 30, 2030
Entire study period: From date of study approval to November 30, 2030
Extension of the enrollment period of up to 6 months does not require a protocol amendment.

Contact for inquiries
· Any clinical decision required, including on eligibility criteria and treatment modification criteria: Administrative Office (22.9)
1)	The collaborating study sites will direct inquiries to the Administrative Office.
2)	The Administrative Office will make an email inquiry to the Steering Committee member (22.3) responsible for the relevant type of cancer.
In this case, the Research Secretariat (22.2) will be CC’ed in the sender’s email.
3)	Upon receipt of a response from the Steering Committee member, the Administrative Office will contact the originating study site.
· Enrollment procedures, EDC entry, etc.: Data center (Zenbe Corporation) (22.8)
· Research expenses and other study-related matters: Administrative Office (22.9)
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Population
In 2020, the number of newly diagnosed cancers was 945,055 (534,814 men and 410,238 women) (1) , with incidence by cancer type ranking colorectal cancer, lung cancer, stomach cancer, breast cancer, and prostate cancer (individually, in the large intestine, colon cancer ranked 3rd and rectal cancer ranked 6th). In 2022, 385,797 people died of cancer (223,291 men and 162,506 women) (2) , with the number of cancer deaths by cancer type ranking lung cancer, colorectal cancer, stomach cancer, pancreatic cancer, and liver cancer (individually, in the large intestine, colon cancer ranked 4th and rectal cancer ranked 8th). The 5-year survival rate for all types of cancer is approximately 65%, but the 5-year survival rate for patients diagnosed with stage IV cancer is less than 20%. Evidence-based clinical practice guidelines are available for each type of cancer, enabling patients to receive effective systemic treatments.
*The total of males and females does not match the total numbers because sex is unknown.

Rationale for selection of study population
The choice of treatment strategy for patients who have completed standard of care treatment in the guidelines for their type of cancer has a major impact on patients’ quality of life and symptom management. Currently, standard of care in late-stage cancer therapy includes best supportive care (BSC), which seeks to improve patients' quality of life through pain management, psychological support, and nutrition support, among other things. The American Society of Clinical Oncology (ASCO) published a "list of don'ts" in 2012, identifying the top 5 most costly and widely used practices with no supporting evidence for their value (3) . These recommendations state that cancer therapy should not be administered when "there is low performance status (PS, 3 or 4)," "there is no benefit from prior evidence-based interventions," "(patient is) ineligible for clinical trials," or "there is no strong evidence supporting the clinical value of further anticancer therapy." This list has been widely adopted in routine clinical practice in the United States, but in Japan, drug therapy such as chemotherapy and immunotherapy may be continued even in the late stage of cancer drug therapy. That is why patients in the latter stages of cancer drug therapy, for whom cancer drug therapy cannot be aggressively recommended, were selected as the population for this study. Specifically, patients are eligible for this study if they have advanced solid cancer for which treatments recommended by practice guidelines have been completed or are no longer available, namely: breast cancer, lung cancer, stomach cancer, colorectal cancer, hepatobiliary pancreatic cancer (hepatocellular carcinoma, biliary tract cancer [intrahepatic bile duct cancer, extrahepatic bile duct cancer, gallbladder cancer, duodenal papillary cancer], pancreatic cancer), gynecological cancer (ovarian cancer, fallopian tube cancer, peritoneal cancer, cervical cancer, uterine cancer [including sarcoma]), and urological cancer (prostate cancer, renal cancer, urothelial cancer).

Standard of care for patients
BSC (best supportive care) is the standard of care for patients who have completed cancer drug therapy published in evidence-based practice guidelines. It includes symptomatic relief and necessary local treatment such as palliative radiotherapy. However, beyond the difficulty of obtaining patient consent for an open-ended BSC arm as part of a randomized controlled trial, BSC may inappropriately limit patient care options in this era of rapidly changing therapies and constantly emerging new drugs. Therefore, BSC will be used until 12 weeks after enrollment, after which flexibility in treatment will be ensured by leaving the decision on treatment to the attending physician. In many cases, this 12-week period is expected to be the time when the patient population will be in their “best shape”, so whether this period is used for treatment, whether BSC is scrupulously observed, and what happens as a result, will be crucial.

Rationale for selecting the treatment plan
In the latter stages of cancer drug therapy, the choice of treatment strategy is a crucial issue for patients and their families. In this phase, the primary goal of treatment is to relieve the patient's suffering and maximize the quality of the time remaining to the extent possible. BSC is an approach designed for this purpose and includes pain management, relief of dyspnea, nutrition support, and psycho-social support. However, continuation of drug therapy in patients in late-stage cancer drug therapy is controversial. Some physicians and family members believe that drug therapy may prolong a patient's survival and may desire aggressive treatment to the end. On the other hand, it has been called into question whether patients really benefit from aggressive drug therapy, as the side effects of such therapy may reduce their quality of life. Studies comparing the effects of BSC versus drug therapy in the latter stages of cancer drug therapy are important for optimizing patient care, but there is currently insufficient evidence on how these treatment approaches affect patients' quality of life and symptom management, and on patients' feelings of anxiety about being transferred from one institution to another after completion of the standard of care treatment. In this study, therefore, "physician’s choice of any type of drug therapy" was selected as the study treatment for patients in late-stage cancer drug therapy for whom cancer drug therapy cannot be aggressively recommended.
The study was designed as a pragmatic randomized controlled trial (see Section 2.7), and it is important that the study be conducted in a setting that is as close as possible to routine clinical practice. For this reason, the study treatment was not specifically stipulated, and physicians were asked to choose the treatment administered at each study site. Any medication may be used at the discretion of the investigator, etc., provided that the type, dosage, and administration of the drug used are approved by health insurance for use with the respective disease. Data on each treatment will be collected with an EDC.

Summary of study treatment risk balance and risk-benefit balance
An increased risk of the study treatment "physician's choice of cancer drug therapy", compared to the standard of care "BSC", is its potential for causing adverse events. Conversely, the benefit of the study treatment "physician's choice of cancer drug therapy" is the potential for longer survival, compared with BSC.

Post-treatment therapy
Post-treatment therapy will not be specified. In this study, post-treatment therapy refers to systemic treatment with medication. Local treatment such as radiation therapy is not considered post-treatment therapy.

Study design
This is a randomized, controlled, Phase III study to test the utility of physician’s choice of any type of drug therapy as compared with Best Supportive Care (BSC), the standard of care and the control, in patients in late-stage cancer drug therapy for whom cancer drug therapy cannot be aggressively recommended. Physician's choice of any drug therapy is a toxic new therapy compared to BSC, and this study will be conducted as a superiority study of the two.
A pragmatic method of building evidence using routine clinical data was chosen, namely, a pragmatic randomized controlled trial (pRCT), as this study emphasizes generalizability. A pRCT is a randomized, prospective follow-up clinical study designed to maximize generalizability to support decision making by physicians, patients, and insurers in routine clinical practice. Therefore, unlike regular clinical studies, the study population, study treatment, etc., are not precisely defined in this study (4, 5) .

Rationale for endpoints
Overall survival, which is the true end point, was selected as the primary endpoint of the study.
Secondary endpoints are HRQoL (EORTC QLQ-C30), utility (EQ-5D-5L), health economics, quality-adjusted life years (QALYs), length of hospital stays up to 12 weeks after enrollment, number of scheduled outpatient visits up to 12 weeks after enrollment, and number of emergency room and unscheduled outpatient visits up to 12 weeks after enrollment.
The patient-reported quality of life instruments EORTC QLQ (6)  and EQ-5D-5L (7) are frequently used. In this study, the EORTC QLQ-C30 and the EQ-5D-5L will be used to measure and evaluate the quality of life of cancer patients as a disease-/condition-specific tool and a preference-based tool, respectively, to measure and evaluate Health State Utilities in cancer patients (8, 9).
Paper questionnaires have been conventionally used as the main tool for measuring patients’ QOL values, but a method called ePRO using an electronic device such as a smartphone or tablet is replacing them. It is believed that data on the patient's quality of life and health status obtained using this will be useful for monitoring the patient's condition at times other than medical visits. It is also promising as a new communication tool for healthcare providers and patients. In addition, it enables precise QOL measurement and associated QALY calculations, which is expected to increase the accuracy of estimates in cost-effectiveness assessments. Electronic devices will therefore be used to conduct QOL surveys in this study.

Clinical hypothesis
The primary research hypothesis of this study is that "the overall survival in the study treatment (physician's choice of any type of drug therapy) arm will be superior to that in the standard of care (best supportive care) arm". If this hypothesis is verified, “physician's choice of any type of drug therapy” will be deemed a more useful treatment. If the study treatment is not significantly superior, it will be concluded that BSC, the standard of care, remains a beneficial treatment.
A median overall survival of 6 months is assumed for the SoC arm*. An overall 3-month improvement in overall survival with the study treatment is considered to demonstrate that the study treatment is sufficiently effective as a useful treatment. We therefore selected an expected median overall survival of 9 months for the study treatment arm. Assuming an exponential distribution for the survival curve in each arm and specifying a two sided α level of 0.05, a power of 90%, a 3-year enrollment period (assuming uniform enrollment within the enrollment period), and a 2-year follow-up period, the total required sample size for the two arms would be 272 patients (required number of events: 263). An overall target sample size of 300 patients (150 patients per arm) will be used for this study, allowing for an approximately 10% dropout rate and an interim analysis for efficacy.

*According to Cancer Mortality in Japan (1958 to 2022)(10), the rates for cancers of the lung, pancreas, gall bladder and bile duct, ovaries, cervix, uterine body, mammary gland, colon, liver, stomach, prostate, kidney and urinary tract (excluding the bladder) in the population monitored were 25%, 13%, 6%, 2%, 1%, 1%, 5%, 18%, 8%, 14%, 4%, and 3%, respectively. In addition, the prognosis for each type of cancer in the study population estimated by the Steering Committee members from the various regions (see Section 22.3, "Steering Committee Members") was 10 months, 3 months, 4 months, 9.9 months, 5.7 months, 7.5 months, 6 months, 5 months, 4 months, 3 months, 9 months, and 10 months, respectively. Using a weighted average of expected survival based on the percentage of deaths in 2022, the median overall survival for the study population was approximately 6 months. However, this is only an estimate and a change in median overall survival will be considered if the survival time is clearly different from that expected after the start of the study.

Summary of expected benefits and disadvantages of participating in the study
As noted above, the study treatment arm will be considered to have obtained a major benefit if it achieves better OS than the SoC arm. The study treatment arm will receive systemic chemotherapy, which will result in correspondingly more adverse events.
All drugs to be used in this study have been approved by the Ministry of Health, Labour and Welfare for use in the patients in this study and are covered by health insurance. In addition, there is no special economic benefit for patients participating in this study compared with routine medical care, as all medical expenses, including drug expenses, for study participants during the study period will be paid by patients' insurance and patients' own copays.
"4 Inclusion Criteria," "6.3 Treatment Modification Criteria," and "6.4 Concomitant and Supportive Care" have been carefully reviewed to minimize the risk of adverse events and disadvantages. The Data Center and an Independent Data Monitoring Committee (IDMC, see Section 22.7) will monitor whether AEs are within the expected range, and any serious or unexpected AEs will be carefully reviewed and appropriate measures will be taken in accordance with the JCTN Adverse Events Reporting Guidelines and related regulations (11) .

Significance of the study
Even when effective systemic treatments are no longer available, many patients and their families ask for treatment "without giving up hope to the end" and many medical professionals want to comply with their wishes and often engage in what has been termed "desperation oncology," administering drug treatments without evidence of their effectiveness (12) . This is considered to impair the QOL of terminally ill patients and not to contribute to prognosis, and it is cautioned against in guidelines on “choosing wisely” from academic societies such as ASCO.
In recent years, however, progress has been made in such areas as molecular-targeted drugs and immunotherapy, causing this "desperation oncology” to persist in the belief that marked effects may be achieved in an extremely limited number of patients. It was pointed out that this not only adds to the cost of care, but also leads patients to actually decline palliative care, with undesirable consequences, such as admission to the ICU before death.
While administration of such aggressive treatment in the one-to-three months prior to death has been used as an indicator of such "undesirable medical care," this metric has been criticized for not including data on patients who "improved" with treatment. Recently, it has been reported that the prognosis of patients at medical institutions that provide such "aggressive treatment" is not superior to others, and that such "treatment to the end" is not valuable (13) .
However, when dealing with actual patients, the existence of improvement in prognosis is not persuasive “evidence” to present unless it is verified directly by an RCT in addition to such epidemiological data. This is also true for the people making treatment recommendations.
Thus, an RCT is the most appropriate way to verify whether or not an aggressive treatment should be given at a monetary expense and the risk of adverse reactions in terminally ill (or near-terminally ill) patients for whom treatment options are no longer available. It is also the best way to determine whether the aggressive treatment improves the prognosis for survival itself and does not impair QOL.
OS is a hard endpoint that has little bias and is common to all types of cancer, and it seems that the research objective can be achieved by evaluating OS, based on the common factor of the time point at which there is no longer any treatment recommended in any clinical practice guideline. Of course, the situation may differ depending on the type of cancer. Nonetheless, inclusion of patients with multiple tumor types rather than limiting the type of cancer promises to lead to generalizable conclusions. In order to achieve this, a multi-site study involving many experts in organ tumors would be desirable, and this study was organized accordingly.
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TNM classification will not be used in this study.
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Patients must meet all of the following eligibility criteria and not fall under any of the exclusion criteria:
Eligibility criteria (Inclusion criteria)
1) Histologically or cytologically diagnosed with solid cancer, namely: breast cancer, lung cancer, stomach cancer, colorectal cancer, hepatobiliary pancreatic cancer (hepatocellular carcinoma, biliary tract cancer [intrahepatic bile duct cancer, extrahepatic bile duct cancer, gallbladder cancer, duodenal papillary cancer], pancreatic cancer), gynecological cancer (ovarian cancer, fallopian tube cancer, peritoneal cancer, cervical cancer, uterine cancer [including sarcoma]), urological cancer (prostate cancer, renal cancer, urothelial cancer).
2) Advanced, metastatic, or recurrent disease that is unresectable or cannot be radically irradiated.
3) The value of cancer drug therapy is unknown or judged by attending physician that it cannot be not aggressively recommended*. (e.g., treatments recommended by practice guidelines have all been completed or are no longer available)
*Any questions regarding eligibility may be discussed with the responsible Steering Committee member.
4) Medications that are not recommended in clinical practice guidelines may be used.
5) Not scheduled to undergo gene panel testing.
6) Aged 18 years or older at enrollment.
7) Performance status (PS) is 0, 1, or 2 according to ECOG criteria (PS must be documented in the patient's medical record).
8) No measurable lesions are required.
9) No symptomatic brain metastases and no spinal metastases requiring radiation or surgical procedures.
10) Able to make outpatient visits.
11) Preserved organ function so as to be able to receive drug therapies.
12) Able to complete QOL surveys using an electronic device (assistance by a caregiver is permitted).
13) Written informed consent for study participation has been obtained from the patient personally.

Exclusion criteria
1) Infectious disease requiring systemic treatment.
2) Any concurrent psychiatric disorder or psychiatric symptoms that interfere with the patient's daily life, compromising participation in the study.
3) Women who are pregnant, of childbearing potential, within 28 days after delivery, or nursing.
4) Any other reason that, in the opinion of the attending physician, would compromise participation in the study.
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Enrollment procedure
The study personnel will enroll each study subject according to the following procedure:

1) Obtain a user name and password for the EDC system in advance
Before enrolling a study subject, the study personnel will obtain a user name and password for EDC input from the Data Center.

2) Web enrollment
(i)	The investigator or subinvestigator will obtain written informed consent from an eligible patient who meets the criteria specified in the protocol.
(ii)	The study personnel will access the study-specific web enrollment system via the Internet. Study subject demographic information will be entered as required according to the enrollment system instructions for enrollment and randomization, and treatment arm assignment and an enrollment number will be obtained. (a list of study subject identification codes will be created so that study subjects can be easily identified).
(iii)	The study personnel will inform the study subject of the assigned arm to start the study.
(iv) The enrollment number provided through the EDC system will be used for all study-related reports and communications.

3) Study subject’s electronic device
The study personnel will provide the study subject with a basic manual on the initial settings and entry procedure for responding to survey questions through an electronic device. If necessary, the enrolled and randomized study subject will be helped to complete all settings up to the initial response screen to extent possible.
	Obtain
 informed consent
	→
	Confirm 
eligibility
	→
	Enter in the web enrollment 
and allocation
 system
	→
	Confirm 
assignment 
and 
enrollment number
	→
	Confirm initial settings 
of electronic device
	→
	Start 
the study



[Addendum on Subject Enrollment]
1) If the subject enrollment form is incomplete, the subject will not be enrolled.
2) A QOL survey must be completed prior to initiation of treatment.
Once a study subject has been enrolled, the enrollment will not be revoked (deleted from the database) unless the subject refuses to let their data be used for research purposes. In the case of duplicate enrollments, the first enrollment number will be used.
3) The attending physician will promptly notify the Data Center of any incorrect or duplicate enrollments.
Inquiries regarding enrollment
Enrollment and EDC inquiries (see Section 22.8)
Data center: Zenbe Corporation
TEL: 03-5667-3918
E-mail: dc@true-trial-ctr.jp 

Patient Selection Criteria Contact
Administrative Office: Public Health Research Foundation 
Comprehensive Support Project for Oncology Research (CSPOR) office (See Section 22.9)
TEL: 03-5287-2636
E-mail: csp-qol@csp.or.jp
1) The collaborating study sites will direct inquiries to the Administrative Office.
2) The Administrative Office will send an email inquiry to the Steering Committee member responsible for the relevant type of cancer (22.3).
In this case, the Research Secretariat (22.2) will be CC’ed in the sender’s email.
3) Upon receipt of a response from the Steering Committee member, the Administrative Office will contact the study site that originated the inquiry.

Allocation factors
· PS (0/1 vs. 2)
· Age: ≤74 years vs ≥75 years
· Cancer type (cancer with favorable prognosis [prostate, breast] vs non-favorable)
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Unless patient safety is threatened, treatments and treatment modifications will be performed as described in this section.

Protocol treatment
Protocol treatment will be initiated within 14 days after enrollment (same day of the week is acceptable). If the start date is 15 or more days after enrollment for any reason, the reason will be entered in the chronological treatment record. If treatment cannot be initiated, the details will be entered in the "End of Treatment Report" as "Protocol treatment discontinued."

Treatment plan
· Arm A is Best Supportive Care* (no cancer drug therapy until 12 weeks after enrollment; use of cancer drug therapy at physician's discretion from 13 weeks after enrollment is permitted).
* 	 In this study, best supportive care is defined as follows:
· Pain control (including opioids and other medications as well as invasive measures such as nerve blocks)
· Oxygenation for dyspnea
· Appropriate infusions
· Electrolyte correction
· Infusions for relief of symptoms such as fatigue and shortness of breath
· Palliative radiotherapy
· Stents and bypasses for obstructions, occlusions, etc.
· Aspiration, drainage, and, if indicated, pleurodesis for pleural, peritoneal, and cardiac capsule fluid
· Treatment for complications such as infection or thrombosis
· Medications (including steroids) for nausea, anorexia, and malaise
· Psycho-oncologic support and drug therapy for depression, insomnia, and anxiety
· Consultation and emergency response for physical and psychological symptoms
· Continuation of treatment at the investigator’s site unless not desired by the patient or the family
· Any other non-invasive procedure that may help maintain quality of life and relieve symptoms in advanced cancer

* 	 In principle, the following items will not be included in Best Supportive Care
· Mechanical ventilation
· Circulatory support
· Hemodialysis
· Total parenteral nutrition
· Tube-and-fistula enteral nutrition
· Arm B: a cancer drug therapy selected by the physician (The drugs used in Arm B will be selected at the discretion of the investigator, etc., provided that the type, dosage, and administration of the drug used are approved by health insurance for use with the respective disease).
· Medications and therapies for symptomatic relief are permitted in Arm B.
Protocol treatment discontinuation criteria
The protocol treatment will be discontinued if any of the following occur:
1) The study subject withdraws consent.
2) The study subject requests to discontinue the QOL survey or protocol treatment.
3) The study subject dies.
4) The study subject is transferred to another hospital and can no longer be surveyed.
5) The study subject is found to be ineligible after enrollment.
6) The study subject can no longer be surveyed for any other reason in the opinion of the investigator or subinvestigator.

Treatment modification criteria
No treatment modification criteria will be established.

Concomitant and supportive care
· Supportive care (including radiotherapy) will not be specified. Supportive care will be provided as deemed clinically appropriate by the attending physician.
· Measures will be implemented against HBV reactivation in accordance with the “Guidelines for the Management of Hepatitis B Virus Reactivation Induced by Immunosuppressive or Chemotherapy”.

Post-treatment therapy
Post-treatment therapy will not be specified. In this study, post-treatment therapy refers to systemic treatment with medication. Local treatment such as radiation therapy is not considered post-treatment therapy.
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Expected adverse reactions
The drugs used in this study will be selected at the discretion of the investigator, etc. and will be the type, dosage, and administration approved by health insurance for use with the respective disease. The latest version of the prescribing information for drugs used in Arm B must be referred to for expected adverse drug reactions.

Assessment of adverse events/adverse reactions
Adverse events/adverse reactions will be assessed using the Japanese-language version of the NCI-Common Terminology Criteria for Adverse Events Version 5.0 (CTCAE v5.0) (hereinbelow, referred to as “CTCAE v5.0-JCOG”) (14) .

Adverse event grading
Adverse events will be graded using the closest applicable definition from among Grades 0-4.
In addition, if a specific intervention is described in the Grade, the event will be graded based on the clinical necessity of the intervention. For example, a patient may have increasing pleural effusion and refuse to undergo oxygen inhalation therapy or tube thoracostomy despite an indication for such procedures. In such cases, the grading should be based on the medical judgment of what should have been done rather than what was actually done.
In the case of a treatment-related death, the original NCI-CTCAE requires the causal adverse event to be recorded as "Grade 5"; however, the entry in the CRF for this study will not be "Grade 5" but "Grade 4" instead. Any discussion of the causal relationship between an AE occurring at the time of a treatment-related death and the death will be entered in the "Circumstances at Time of Death" field of the End-of-Treatment Report or Follow-up Report, and an expedited report will be submitted. (This may or may not be changed to "Grade 5" in subsequent reviews, including expedited reports.) For other adverse events, the adverse event term, Grade, and the initial date of the Grade will be entered in the free text field of the chronological treatment record, but only if the event in question is Grade 3 or higher or if a Grade 3/2/1 adverse event requires hospitalization for at least 24 hours or prolongation of hospitalization for treatment.
Grades entered on the CRF must also be recorded in the medical record. This will be confirmed during on-site audit of the study site.

Determination of causality between an AE and treatment
The following 5 categories will be used for determining the causality between AEs and treatment: "definite," "probable," "possible," "unlikely," and "not related." An adverse event will be defined as "causally related" if assessed as "definite, probable, or possible" and as "not causally related" if assessed as "unlikely" or "not related" (see Table 7.2.2).
Any adverse event that falls under the category of "10.1 Serious adverse events" according to its Grade will be reported to the representative investigator in accordance with "10.3 Reporting obligations of the investigator and reporting procedures."

Table 7.2.2 Criteria for Determining the Relationship between Adverse Events and Treatment
	
	Determination
	Conceptual Basis for the Determination

	
Causally

related
	Definite (Certain):

	The AE is clearly related to the intervention
The adverse event is clearly caused/exacerbated by the protocol treatment and is considered unlikely to have been caused by progression of the primary disease or other factors (comorbidities, other drugs/treatments, or incidental occurrence).

	
	Probable:

	The AE is likely related to the intervention
The adverse event is considered unlikely to have been caused/exacerbated by progression of the primary disease or other factors (comorbidities, other drugs/treatments, or incidental occurrence) and more likely to have been caused by the protocol treatment.

	
	Possible:

	The AE may be related to the intervention
The adverse event is considered more likely to have been caused/exacerbated by the protocol treatment and less likely to have been caused by progression of the primary disease or other factors (comorbidities, other drugs/treatments, or incidental occurrence).

	Not 

causally

related
	Unlikely:

	The AE is doubtfully related to the intervention
The adverse event is considered more likely to have been caused/exacerbated by progression of the primary disease or other factors (comorbidities, other drugs/treatments, or incidental occurrence) than by the protocol treatment.

	
	Not related (Unrelated):

	The AE is clearly NOT related to the intervention
The adverse event is clearly caused/exacerbated by progression of the primary disease or other factors (comorbidities, other drugs/treatments, or incidental occurrence) and is considered to have little likelihood of being caused by the protocol treatment.
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Pre-enrollment assessments
Any assessment prior to enrollment (at any time prior to enrollment)
1) Age (month and year of birth)
2) Sex
3) Type of cancer
4) Inpatient or outpatient
5) Comorbidities and medical history
6) Prior therapy

Assessments within 14 days prior to enrollment (same day of the week 2 weeks prior to enrollment is acceptable)
1) Performance status: PS (ECOG)
Table 8.1.2 Performance Status Score
	Score
	Definition

	0
	Fully active, able to carry on all pre-disease performance without restriction

	1
	Restricted in physically strenuous activity but ambulatory and able to carry out work of a light or sedentary nature
e.g., light housework, office work

	2
	Ambulatory and capable of all selfcare but unable to carry out any work activities;
up and about more than 50% of waking hours

	3
	Capable of only limited selfcare;
confined to bed or chair more than 50% of waking hours

	4
	Completely disabled;
cannot carry on any selfcare;
totally confined to bed or chair


Source: Common Toxicity Criteria, Version2.0 Publish Date April 30, 1999
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/ctcv20_4-30-992.pdf
JCOG website: http://www.jcog.jp/http://www.jcog.jp/ 

On-treatment assessments
On-treatment safety and efficacy assessments
An assessment of safety during the treatment period will not be specified (safety will be assessed as clinically appropriate).

Collection of adverse events
All adverse events occurring during the period from enrollment to Week 12 will be collected from all patients who have given informed consent. However, adverse events due to progression of the primary disease will not be collected.
Also collected will be length of hospital stays up to 12 weeks after enrollment, number of scheduled outpatient visits up to 12 weeks after enrollment, and number of emergency room and unscheduled outpatient visits up to 12 weeks after enrollment.
QOL assessments
EORTC QLQ-C30 and EQ-5D-5L:
At enrollment (+1 week), and after enrollment, at Week 4 (±1 week), Week 8 (±1 week), Week 12 (±1 week), Week 16 (±1 week), Week 20 (±1 week), Week 24 (±1 week), and EQ-5D-5L only every 8 weeks (±1 week) after Week 24.

Table 8.3 QOL Survey Schedule
	Study Subject 
QOL Survey Response Period
	Allowable 
Range
	EORTC
QLQ-C30
	EQ-5D-5L
	
	EDC Entry
by Study Site

	Enrollment
	+1 week*
	●
	●
	
	Study subject demographics

	4 weeks after enrollment
	±1 week
	●
	●
	
	Adverse events
(not due to disease progression)


	8 weeks after enrollment
	±1 week
	●
	●
	
	

	12 weeks after enrollment
	±1 week
	●
	●
	
	

	16 weeks after enrollment
	±1 week
	●
	●
	
	Two years after completion of enrollment
Final outcome survey

	20 weeks after enrollment
	±1 week
	●
	●
	
	

	24 weeks after enrollment
	±1 week
	●
	●
	
	

	Every 8 weeks thereafter
(until November 30, 2029)
	±1 week
	
	●
	
	


* All assessments will be performed on the day of enrollment, in principle, but deviations of up to +1 week due to electronic device trouble, etc. will be acceptable.
● Approximately 10 to 15 minutes will be required for completion of each questionnaire, although there may be individual differences.

Health economics study
In principle, medical fee statements (receipts) and external prescriptions will be collected at the end of the follow-up period or at the time of transfer.
Final outcome survey
Survival (date last known to be alive), death (date of death), and cause of death (primary disease, treatment-related, or other disease)
The final outcome survey will be conducted at the end of the follow-up period, which will be 2 years after completion of enrollment.
Discontinuation/termination of the survey
The reason (as described below) will be entered when the study is terminated.
· Completion of survey: The survey has been performed until the end of the study period.
· Completion of survey due to death: The cause of death will be investigated.
· Discontinuation of survey due to patient refusal: Reasons for refusal and details of treatment after discontinuation will be investigated.
· Discontinuation of survey because lost to follow-up: The survey cannot be continued due to transfer, etc.
· Any other reason for discontinuation of the survey: The reason will be investigated.
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Methods of data collection and management
Data entry in the CRF will be performed via an electronic data capture (EDC) system.
(1) Creation and management of study subject identification codes
The investigators from Aichi Cancer Center Hospital and the collaborating study sites will create a list of study subject identification codes so that study subjects can be easily identified. The investigator from each study site will manage the list properly as specified at their institution without external exposure.
(2) Completion of the case report form (CRF)
The study personnel will enter data into the EDC system as described below.
1) It will be confirmed that the study subjects meet the inclusion criteria and do not fall under the exclusion criteria, and a list combining the study subject identification codes with the enrollment numbers allocated at web enrollment will be created.
2) All necessary information will be entered into the EDC system from clinical records.
Information on the protocol treatment must be entered within 4 weeks after completion/discontinuation of the treatment.
3) Any discrepancy between source documents (clinical records) and EDC entries will be documented to explain the reason.
(3) Data collection from study subjects
The Data Center will confirm that data from the study subject have been entered as scheduled in Section 8.3.
(4) Inquiries and corrections
The Data Center will check the EDC entries and may inquire with the study personnel about any EDC entries if necessary. Any correction to an EDC entry made by the study personnel will be documented in the system.
The necessity of reporting any EDC corrections to the director of the study site and applying for amendment will be determined as specified at each collaborating study site.
(5) Data lock
Once the questions are resolved after a data inquiry and correction, the Data Center will lock the data of the relevant subject.
(6) Data analysis
The Data Center will create a database using the EDC system and transfer it to the analysis personnel, and the analysis personnel will perform necessary analyses.
(7) Protocol deviations
The investigator or subinvestigator must not deviate from or change the protocol without prior agreement of the representative investigator or prior approval of the director of the institution based on a review by the Aichi Cancer Center Hospital institutional review board (IRB).
The investigator or subinvestigator may deviate from or change the protocol for unavoidable reasons such as emergency avoidance without prior agreement of the representative investigator or prior approval of the Aichi Cancer Center Hospital IRB. In such a case, the investigator or subinvestigator will promptly submit the deviation or change with the reason and the draft of any necessary amendment to the protocol to the representative investigator, to obtain the approval of the representative investigator, the Aichi Cancer Center Hospital IRB, and the director of the study site.
The investigator or subinvestigator will document any protocol deviation with the reason.
(8) Provision of information to other study sites
In this study, this protocol and Table "Matters Concerning Information Provision" will serve to document information provision. In the study, each study site will be obliged to create and store records as shown in the table below. In addition, the representative investigator will establish a system to confirm the records at the request of each study site. A study site that provides information will store the informed consent form (or record of informed consent) for a period of time specified at the study site.

Table Matters Concerning Information Provision
	Matter to be recorded
	Provider
	Receiver

	Name of the receiving study site
	Done by the receiver
	As specified in the protocol

	Name of the investigator at the receiving study site
	Done by the receiver
	As specified in the protocol

	Name of the providing study site
	-
	As specified in the protocol

	Name of the investigator at the providing study site
	-
	As specified in the protocol

	Information item
	Done by the receiver
	As specified in the protocol

	Process through which information is obtained
	Obtained in the course of treatment at each study site. Provided via the EDC system.
	As specified in the protocol

	Name of the study subject
	Informed consent form
	Receive anonymized information

	That consent has been obtained from the study subject
	Informed consent form
	Receive anonymized information






· Details on the EDC system are provided in the table below.
	System name
	Higgdb

	System development company
	Zenbe Corporation

	Input method
	Web-based data entry

	Input terminal
	Personal computers at participating institutions

	Supported browsers
	Recommended: Windows
Internet Explorer: Version 6.0 or later

	Data-entry operator identification method
	Personal ID and password

	Communication encryption type
	SSL (RSA key length 2048 bits)



CRF storage
· Data entered into the CRF will be transferred to an electronic recording medium after completion of the study and stored at the National Institute of Public Health.
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The investigator will report any "serious adverse events" to the research secretariat/representative investigator in accordance with the provisions in this section based on the Ethical Guidelines for Medical and Biological Research Involving Human Subjects (Public Notice No. 1 of 2021 of the Ministry of Education, Culture, Sports, Science and Technology, Ministry of Health, Labour and Welfare, and Ministry of Economy, Trade and Industry, enacted March 23, 2021, partially amended March 10, 2022, partially amended March 27, 2023, and enforced July 1, 2023) and related notifications (15) .
Serious adverse events
A serious adverse event is any adverse event that
1) results in death,
2) is life-threatening,
3) requires hospitalization or prolongation of hospitalization,
4) results in disability/incapacity,
5) leads to disability/incapacity,
6) is serious in the manner of 1) to 5)
7) is a congenital anomaly/birth defect

1) Death
(i) All deaths occurring after enrollment but prior to initiation of protocol treatment
(ii) All deaths during the protocol treatment or within 30 days of the date of the last treatment (regardless of causality with the protocol treatment)
(iii) Any death ≥ 31 days from the date of the last treatment which has a causal relationship to the protocol treatment (definite, probable, possible)
2) Life-threatening
(i) Any Grade 4 adverse event occurring during the protocol treatment or within 30 days of the date of the last treatment
(ii) Any Grade 4 adverse event occurring ≥ 31 days after the date of the last treatment which has a causal relationship to the protocol treatment (definite, probable, possible)
3) Hospitalization or prolongation of hospitalization
(i) Any Grade 3/2/1 adverse event occurring during protocol treatment or within 30 days of the date of the last treatment that requires hospitalization for at least 24 hours or prolongation of hospitalization*
(ii) Any adverse event of Grade 3/2/1 occurring ≥ 31 days after the date of the last treatment and requiring hospitalization for at least 24 hours or prolongation of hospitalization* for treatment, which has a causal relationship to the protocol treatment (definite, probable, possible)
* "Hospitalization or prolongation of hospitalization" refers only hospitalization for at least 24 hours or prolongation of hospitalization that is medically necessary for the treatment of an adverse event. The following are not subject to reporting:
· Hospitalization/prolongation of hospitalization for follow-up after the adverse event has resolved or is resolving
· Hospitalization/prolongation of hospitalization for the purpose of reducing the burden on the patient, such as when seeing a physician from a remote location
· Any other medically unnecessary hospitalization/prolongation of hospitalization
4) Results in disability/incapacity, 5) Leads to disability/incapacity
Any condition that results or is likely to result in permanent or marked disability/incapacity (excluding myelodysplastic syndrome [MDS], secondary cancer, etc.)
6) Serious in the manner of 1) to 5)
7) Congenital anomaly/birth defect


Adverse events not subject to reporting
Table 10.2 Adverse Events Not Subject to Reporting
	SOC*1
(CTCAE ver. 5.0)
	AE term

	Blood and lymphatic system disorders
	Anemia, bone marrow hypocellular, myelodysplastic syndrome, febrile neutropenia

	Vascular disorders
	Lymphedema, thromboembolic events

	Gastrointestinal disorders
	Nausea, vomiting, mucositis oral, constipation, diarrhea, colitis, colonic obstruction, colonic stenosis, duodenal obstruction, duodenal stenosis, esophageal stenosis, esophagitis, intestinal obstruction, gastric stenosis, ileal obstruction, ileal stenosis, jejunal obstruction, jejunal stenosis, small intestinal obstruction, small intestinal stenosis, pancreatic fistula, abdominal infection, ascites, rectal fistula, enterovesical fistula, and other (dumping syndrome)

	Cardiac disorders
	Myocarditis, pericarditis, pericardial effusion

	General disorders and administration site conditions
	Fever, edema limbs, edema trunk, fatigue

	Hepatobiliary disorders

	Bile duct stenosis, biliary fistula, cholecystitis, gallbladder fistula, gallbladder obstruction, hepatic failure, portal hypertension, portal vein thrombosis

	Infections and infestations
	Biliary tract infection and gallbladder infections, urinary tract infections, prostate infections, bronchial infections, lung infections, upper respiratory tract infections, meningitis

	Investigations
	Alkaline phosphatase (ALP) increased, cholesterol high, GGT increased, lipase increased, lymphocyte count decreased, neutrophil count decreased, platelet count decreased, serum amylase increased, white blood cell decreased, aspartate aminotransferase (AST) increased, alanine aminotransferase (ALT) increased, blood bilirubin increased, blood lactate dehydrogenase (LDH) increased

	Nervous system disorders
	Dysgeusia, myasthenia gravis, peripheral motor neuropathy, peripheral sensory neuropathy, encephalopathy

	Immune system disorders
	Allergic reactions

	Endocrine disorders
	Adrenal insufficiency, hyperthyroidism, hypothyroidism, hypophysitis

	Metabolism and nutrition disorders
	Anorexia, hyperuricemia, hypoalbuminemia, hypernatremia, hyponatremia, hyperglycemia, hyperkalemia, hypokalemia

	Renal and urinary disorders
	Chronic kidney disease, urinary fistula, urinary tract obstruction

	Reproductive system and breast disorders
	Uterine hemorrhage

	Respiratory, thoracic and mediastinal disorders
	Sinus disorders, sleep apnea, pleural effusion, pneumonitis

	Musculoskeletal and connective tissue disorders
	Arthralgia, arthritis, myalgia, myositis

	Skin and subcutaneous tissue disorders
	Rash maculo-papular, palmar-plantar erythrodysesthesia syndrome, urticaria, alopecia

	Injury, poisoning and procedural complications
	Infusion related reactions

	Other
	Disease progression due to tumor progression*2; hospitalization for palliative treatment unrelated to protocol treatment, for example, when home care is difficult; secondary cancer, vaginal bleeding, or vaginal fistula


*1: System Organ Class (SOC)
*2 Progression of disease (including death) due to primary disease progression is not subject to expedited reporting, but all of the following requirements must be met by the principal investigator (16) .
· Assess whether death was expected
· Confirm that death was due to primary disease progression
· Review medical documentation such as medical records
I.e., the principal investigator will confirm that the death is expected and clearly caused by primary disease progression, and that the circumstances are clearly recorded in medical documentation such as the medical records. Deaths due to primary disease progression, which are not subject to expedited reporting, will be captured on the CRF and reported by the Data Center to the IDMC for review.

Reporting obligations and reporting procedures of the investigator
Expedited reporting
Any serious adverse events specified in Section 10.1 will be promptly reported by the attending physician to the principal investigator. In the event that the principal investigator cannot be reached, the site coordinator or attending physician must act on behalf of the principal investigator. The principal investigator will make the report in accordance with the following procedures. It will be ensured that the patient's name, medical record number, etc. are not included when sending the report. Serious adverse events occurring after the start of protocol treatment (or after the date of enrollment in the case of deaths) up to the end of the 12-week protocol treatment period are subject to expedited reporting.
1) Death and life-threatening adverse events defined in 10.1 1) and 2)
First Report:
An attending physician who becomes aware of the occurrence of an adverse event will promptly report it to the principal investigator. Within 72 hours after becoming aware of the occurrence of the adverse event, the principal investigator who received the report will complete the designated sections of the "Adverse Event Report Form (for Site Use)" as thoroughly as possible and notify the Administrative Office by email.
Second Report:
Within 7 days after becoming aware of the occurrence of the adverse event, the principal investigator will add detailed information on the adverse event to the "Adverse Event Report Form (for Site Use)" and send the form to the Administrative Office by email. Copies of test data, images, the autopsy report, etc., should be attached if necessary.
2) Adverse events considered to require hospitalization or prolongation of hospitalization for treatment in 10.1 3) or adverse events considered to be any other medically significant condition in 10.1 4) to 7)
An attending physician who becomes aware of the occurrence of an adverse event will promptly report it to the principal investigator. Within 10 days after becoming aware of the occurrence of the adverse event, the principal investigator who received the report will enter detailed information on the adverse event in the "Adverse Event Report Form (For Site Use)" and send the form to the Administrative Office by email. Copies of test data, images, the autopsy report, etc., should be attached if necessary.
3) Additional report
The principal investigator will add any new information that is obtained after making the above reports to the "Adverse Event Report Form (for Site Use)" and update the report as needed.

Table 10.3.1 Summary of Adverse Events Subject to Expedited Reporting and Deadlines for Reporting to the Administrative Office
	Causally
related
	Grade 1-3, Inpatient
Any Other Medically Significant Condition*
	Grade 4
	results in death,

	
	Expected
	Unexpected
	Expected

	Unexpected
	Expected

	Unexpected

	Yes
	First report: Within 10 days
Additional: as needed
	First report: Within 10 days
Additional: as needed
	First report: within 72 hours
Second report: within 7 days
Additional report: As needed

	No
	< Only during treatment or within 30 days of date of the last protocol treatment >

	
	First report: Within 10 days
Additional: as needed
	First report: Within 10 days
Additional: as needed
	First report: within 72 hours
Second report: within 7 days
Additional report: As needed


*Any of the following as defined in Section 10.1: 4) results in disability/incapacity, 5) leads to disability/incapacity, 6) is serious in the manner of 1) to 5), and 7) is a congenital anomaly/birth defect
*"Unexpected" refers to events not described in "7 Expected Adverse Events"



Reporting to the head of the study site
The principal investigator will report any adverse events subject to expedited reporting to the head of the relevant study site in accordance with the provisions of the study site.

Reporting to other entities
Reporting safety information on pharmaceuticals, medical devices, and regenerative medical products, etc.:
Any information for which reporting is deemed necessary in accordance with Article 68, Paragraph 2-10 of the Act on Securing Quality, Efficacy and Safety of Products Including Pharmaceuticals and Medical Devices will be appropriately reported to the Minister of Health, Labour and Welfare in accordance with the provisions of the individual study site.

Responsibilities of the representative investigator/research secretariat
Suspension of enrollment and determination of the need for urgent notification of sites
Upon receipt of a report from the principal investigator, the Administrative Office will report the matter to the representative investigator and the research secretariat, consult with them, determine the urgency, importance, and degree of impact of the information in the report. The Administrative Office will then take measures such as temporarily suspending enrollment (notifying the Data Center and all participating sites) and urgently informing participating sites of matters to be conveyed, as necessary. Depending on the degree of urgency, telephone calls are acceptable for communication to the Data Center or sites, followed promptly by communication in writing (email).

Reporting to the IDMC
1) Reporting of the Administrative Office to the Secretariat of the IDMC
If the Administrative Office determines that an adverse event in an expedited report from a site falls under any of the adverse events specified in 10.1 1) to 7), the Administrative Office will consult with the representative investigator and the research secretariat, and then contact the Secretariat of the IDMC by email within 72 hours after becoming aware of the occurrence of the adverse event.
In that case, an "Adverse Event Report Form (For Research Secretariat Use)" describing, within the scope possible, the opinion of the research secretariat (including the judgment of causality and expectedness, and continuation/discontinuation of the study), etc., will be attached to the "Adverse Event Report Form (For Site Use)" sent by the site. Any expected adverse events from 10.1 1) through 7) will include a discussion of whether the incidence is within the expected range, in addition to the course of the individual patients.
2) Additional reporting
After receiving the second report or additional report from the principal investigator, the research secretariat/representative investigator will add the additional information from the first report and their opinion based on it to the "Adverse Event Report Form (For Research Secretariat Use)" and promptly convey it to the Secretariat of the IDMC by email.

Notifying investigators at the sites
After reporting to the Secretariat of the IDMC, the research secretariat/representative investigator will send a written confirmation issued by the Secretariat of the IDMC, the "Adverse Event Report Form (For Research Secretariat Use)," and the "Adverse Event Report Form (For Site Use)" to the principal investigators of all participating sites in writing (email acceptable). If there is any information that should be communicated urgently, the research secretariat/representative investigator will notify the principal investigators without waiting for a written confirmation from the Secretariat of the IDMC.
Even if no report is made to the Secretariat of the IDMC, the research secretariat/representative investigator will notify the principal investigator of the reporting site of the decision of the research secretariat/representative investigator in writing (email acceptable).

Review of adverse events during periodic monitoring
During periodic monitoring, the representative investigator/research secretariat will carefully review adverse event reports in the monitoring report prepared by the Data Center and confirm that there are no omissions in reporting from the sites. Conversely, the representative investigator/research secretariat will also verify that all reported adverse events are listed in the Periodic Monitoring Report. Any omissions in reporting will be clearly indicated in the field for reporting the results of the group review in the Periodic Monitoring Report.

Actions taken by the principal investigators of the participating sites (including the relevant site)
The principal investigators of the sites participating in this study will take actions directed by the research secretariat/representative investigator. In addition, if the relevant adverse event is subject to expedited reporting, the principal investigator will report it to the head of the relevant study site in accordance with the provisions of the study site.

Response by the head of the study site at which the adverse event occurred
If an unexpected serious adverse event considered causally related to the protocol treatment (any of definite, probable, possible) occurs during the conduct of the study, the head of the study site where the adverse event occurred will report the event to the Minister of Health, Labour and Welfare in accordance with the provisions of the "Ethical Guidelines for Medical and Biological Research Involving Human Subjects" and publicize the results of the review by the Aichi Cancer Center Hospital Institutional Review Board.
IDMC
In accordance with the procedures described in Section 10.4.2, the Secretariat of the IDMC will review the information in the adverse event report received from the research secretariat/representative investigator as well as the appropriateness of the report, including causality and expectedness. If there are any questions, the Secretariat of the IDMC will request that the representative investigator/research secretariat reconsider the report. If there are no questions, the Secretariat of the IDMC will issue a written confirmation and there will be no review by the IDMC.
If there is a disagreement between the representative investigator/research secretariat and the Secretariat of the IDMC or if it is considered necessary to review the appropriateness of the site’s response to the adverse event or the advisability of continuing the study, this will be reported to the IDMC for a final decision by the Chairperson of the IDMC (this may be a collegial or written review). In such a case, notification of the results will be issued.
Information used for reviews (e.g., adverse event reports) will be stored on a semi-permanent basis by the Administrative Office and the Secretariat of the IDMC.
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Overall Survival
Time from the day of enrollment to the day of all-cause death
· Subjects who are alive will be censored at the date of the last confirmation of survival (Confirmation of survival by telephone is acceptable. However, 
confirmation of survival must be documented in the medical record.)
· Subjects lost to follow-up will be censored at the date of last confirmation of survival before being lost to follow-up.

EORTC QLQ-C30
EORTC QLQ-C30 global health status score at all time points up to 12 weeks after enrollment
EORTC QLQ-C30 domain scores at all time points up to 12 weeks after enrollment

EQ-5D-5L
EQ-5D-5L score at all time points after enrollment
· Responses to the EQ-5D-5L will be converted to a score using a conversion table prepared in Japan (17) .

Quality-adjusted life years (QALY)
Area under the EQ-5D-5L score-time curve (AUC) as a straight line from the day of enrollment in the study to the day of all-cause death
· AUC up to the day of last confirmation of survival for subjects who are alive at the time of data cutoff
· AUC up to the day of last confirmation of survival before being lost to follow-up for subjects lost to follow-up

Health economics
Between-group difference in mean treatment cost divided by between-group difference in mean QALYs
· The mean cost for each arm will be estimated from the medical fee statements (receipts) from the month of enrollment and the outpatient prescriptions from the time of enrollment.

Length of hospital stays up to 12 weeks after enrollment
Length of stay at the study site up to 12 weeks after enrollment.


Number of scheduled outpatient visits up to 12 weeks after enrollment
Number of all scheduled outpatient visits that actually occurred up to 12 weeks after enrollment.

Number of emergency room and unscheduled outpatient visits up to 12 weeks after enrollment
Number of all emergency room and unscheduled outpatient visits that actually occurred up to 12 weeks after enrollment

Adverse events
Incidence of adverse events and percentage of ≥Grade 3 adverse events per treatment arm based on CTCAE Grade.
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Analysis sets
Full Analysis Set (FAS)
The full analysis set (FAS) will consist of subjects who were enrolled in the study, for whom randomized treatment was initiated, and who did not have any major protocol violations (e.g., consent not obtained, enrollment outside the enrollment period).

Per Protocol Set (PPS)
The per-protocol set (PPS) will consist of the FAS excluding subjects who violated the inclusion/exclusion criteria.

Primary analysis and analytical criteria
The primary research hypothesis of this study is that "the overall survival in the study treatment arm (physician's choice of any type of drug therapy) will be superior to that in the standard of care (best supportive care) arm". If this hypothesis is verified, “physician's choice of any type of drug therapy” will be deemed a more useful treatment. If the study treatment is not significantly superior, it will be concluded that BSC, the standard of care, remains a useful treatment.
The primary analyses will be conducted in the FAS using the Kaplan-Meier method to summarize overall survival in each arm and the log-rank test to test the null hypothesis that the survival curves in the 2 arms are identical. In addition, a Cox proportional hazards model using allocation factors as stratification factors will be fitted to estimate the two-sided 95% confidence interval of the hazard ratio of the study treatment arm to the SoC arm.

Secondary analysis of the primary endpoint
The Brookmeyer and Crowley method will be used to obtain the two-sided 95% CI for median survival time, and Greenwood's formula will be used to obtain the two-sided 95% CI for the monthly survival rate. Subgroup analyses will be performed by allocation factor (PS, age, and cancer type [good prognosis cancer (prostate cancer, breast cancer) vs others]). In instances where it was thought that correcting for switching treatment arms (e.g., when the subject was assigned to the SoC arm but discontinued and received study treatment) would aid in the interpretation of the study results, methods such as the inverse-probability of censoring-weighted method were used to estimate survival curves as if switching had not occurred.

Planned enrollment, enrollment period, and follow-up period
A median overall survival of 6 months is assumed for the standard of care arm (calculated with reference to Cancer Mortality in Japan [1958 to 2022]). If there is an overall 3-month improvement in overall survival with the study treatment, the study treatment will be considered to be sufficiently effective as a useful treatment. We therefore selected an expected median overall survival of 9 months for the study treatment arm. Assuming an exponential distribution for the survival curve in each arm and specifying a two-sided significance level α = 0.05, a power of 90%, a 3-year enrollment period (assuming uniform enrollment within the enrollment period), and a 2-year follow-up period, the total required sample size for the two arms would be 272 patients (required number of events: 263). An overall target sample size of 300 patients (150 patients per arm) will be used for this study, allowing for an approximately 10% dropout rate and an interim analysis for efficacy.

Planned enrollment: 300
Enrollment period: From date of study approval to November 30, 2027
Follow-up period: December 1, 2027 to November 30, 2029
Analysis period: December 1, 2029 to November 30, 2030
Entire study period: From date of study approval to November 30, 2030
Extension of the enrollment period of up to 6 months does not require a protocol amendment.

Analysis of secondary endpoints
In principle, analyses will be performed on the FAS.

EORTC QLQ-C30, EQ-5D-5L
Descriptive statistics (mean, standard deviation, median, minimum, maximum, and interquartile range) will be provided for the EORTC QLQ-C30 global health status score and each domain score and the EQ-5D-5L score by treatment arm for each time point with the date of randomization as the starting point. In addition, summary statistics at each time point will be calculated using the Terminal decline method with the time of death as the starting point. For any items for which an important intra-patient or between-group clinically meaningful difference (Meaningful Score Difference) is proposed, a comparison with these items will be performed.

Quality-adjusted life years (QALY)
The calculated QALYs will be analyzed in the same way as the primary endpoint. An inverse probability weighting method, etc., will be used to adjust for censoring if censoring is performed frequently.

Health economics
Descriptive statistics (mean, standard deviation, median, minimum, maximum, and interquartile range) will be provided for costs/QALYs by treatment arm. Appropriate methods will be used for between-group comparisons. A statistical analysis plan for assessment of health economics will be prepared as needed.

Length of hospital stays up to 12 weeks after enrollment, number of scheduled outpatient visits up to 12 weeks after enrollment, number of emergency room and unscheduled outpatient visits up to 12 weeks after enrollment
Appropriate summary statistics (mean, standard deviation, median, minimum, maximum, interquartile range) will be used to summarize continuous and discrete variables. Appropriate testing methods (e.g., t-test, chi-square test) will be used for between-group comparisons.

Adverse events
Frequencies of adverse events will be tabulated by treatment arm according to the CTCAE grade. The incidence of Grades 3 and higher will also be compared between treatment arms.

Blind monitoring
The Steering Committee will monitor accrual and blinded pooled survival status at any time, as needed. The appropriateness of the required sample size (number of events), interim and final analyses, and the timing of publication of these data will be examined according to the publication status of overall survival, dropout status, and other clinical study data. If a change to the protocol is deemed necessary, it will be proposed that the correction is appropriate, and the correction will be analyzed through deliberation and approval by the Institutional Review Board and IDMC.

Interim analysis and early termination of the study
An interim analysis with between-group comparisons will be conducted when approximately 130 deaths have been observed, independent of blinded monitoring. If the between-group comparison for the primary endpoint yields a two-sided p<0.0031 using an O'Brien-Fleming stopping boundary, it will be concluded that the primary objective of the study has been achieved. In this case, the IDMC will recommend discontinuing the study to the representative investigator. A two-sided significance level of p=0.049 will be used for the final analysis. If the study is discontinued, the results will be promptly published at academic conferences and in scientific papers.
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Rules to be followed
All investigators and data providers involved in this study will conduct the study in compliance with the Declaration of Helsinki (revised in October 2024, Japanese translation by the Japan Medical Association) and the Ethical Guidelines for Medical and Biological Research Involving Human Subjects (Public Notice No. 1 of 2021 of the Ministry of Education, Culture, Sports, Science and Technology, Ministry of Health, Labour and Welfare, and Ministry of Economy, Trade and Industry, enacted March 23, 2021, partially amended March 10, 2022, partially amended March 27, 2023, and enforced July 1, 2023).

Protocol compliance
Investigators participating in this study will comply with this protocol, provided that it does not jeopardize the safety and human rights of patients.

Informed consent
Prior to patient enrollment, the investigator or subinvestigator will provide a thorough explanation using the written information approved by the review body. In principle, the results of this research will not be explained to the study subjects directly because the significance and accuracy of this study are not guaranteed at present. Consent on information to this effect must be obtained when obtaining informed consent for participation in the study. In addition, the following should be carefully explained if the patient is assigned to BSC: BSC is the current standard of care, but new information may be added in the future. In this case, the patient's condition, including his/her physical condition, will be reviewed again in 3 months. In the meantime, there will be consultations with the patient as needed if promising therapies (including experimental ones) become available.
Patients will be provided with the opportunity to ask questions and sufficient time to decide whether or not to participate in the study. After confirming that the patient fully understands the content of this study, written informed consent for the patient's voluntary participation in the study will be obtained. The attending physician will promptly provide the patient with a copy of the signed and dated consent form. The original consent form will be retained in accordance with the site’s medical record policy.
The informed consent form must include the following:

1) The main idea of the informed consent form and that participation is voluntary
2) About clinical studies
3) The objectives and significance of the study
4) About the study subject’s disease
5) Study method
6) Expected benefits
7) Patient's burden and anticipated risks
8) Provision of post-study care
9) Discontinuing the study
10) Publication of information related to the study
11) Compensation
12) Handling of personal information and direct access to documentation
13) Handling of study results, etc.
14) Information retention and disposal
15) Payment of expenses, honoraria, etc.
16) Funding sources and conflicts of interest
17) Intellectual property rights, etc.
18) Contact information for inquiries

Creation and revision of written information for patients and informed consent form
Creation
Prior to the start of the study, the representative investigator and the research secretariat will prepare written information for patients, an informed consent form, and a withdrawal of consent form, and obtain approval from the Aichi Cancer Center Hospital Institutional Review Board, which will conduct a central review.
If a collaborating study site does not apply for central review and the review is conducted at that site, the investigator will obtain approval from the Institutional Review Board, etc. of the study site with which they are affiliated before starting the study.

Revision
If the investigator or the subinvestigator determine that a new finding related to the consent of the study subject obtained after the start of the study requires revision of the written information for patients and informed consent form, they will revise these documents. New findings related to the consent of the study subject include, for example, information on new adverse events related to the relevant treatment method, etc., or information on the development of new therapies, etc., related to the relevant disease. Any such revisions will be governed by the rules of the Aichi Cancer Center Hospital Institutional Review Board.

Approval by the review board (Clinical Study Review Committee, Institutional Review Board, etc.)
In conducting this study, the utmost consideration must be given to human rights and safety in the plan for this study and there must be deliberation on and approval obtained for the scientific and ethical aspects of the plan in the Aichi Cancer Center Hospital Institutional Review Board. After approval by the Institutional Review Board, the investigator will obtain approval from the head of the study site with which they are affiliated. After obtaining approval from the head of the site, the investigator will promptly send a copy of the study permission form for their study site to the Administrative Office.
Procedures for this study will be conducted under central review, but if a collaborating study site does not wish to undergo central review, review and approval will be obtained in accordance with the arrangements of that study site. After approval is issued, a copy will be sent to the Administrative Office.



[bookmark: _Toc223622290]Protection of Study Subjects’ Personal Information
Protection of personal information
Persons involved in this study will bear in mind the following in order to protect the personal information of all subjects participating in this study. Any personal information of the study subject that can be obtained in the course of operations will be kept confidential.
1) Anonymized data will be used in this study (limited to data that has been processed or managed so that the subject's sample/information cannot be immediately identified). The investigator or subinvestigator at the collaborating study site will assign to the study subject an enrollment number, unique to the collaborating study site, that is unrelated to the name and hospital ID of the subject, and use that number to enroll the subject with the Data Center.
2) Subject ID numbers assigned for this study will be managed by creating a correspondence table between internal hospital IDs, etc. and unique subject identification numbers assigned for this study so that they can be collated with the enrollment numbers.
3) The investigator or subinvestigator of the collaborating study site will securely store the correspondence table in a lockable cabinet, etc. In addition, medical records of the study subject in the case report form (CRF), etc. and study results, etc. that do not contain personally identifiable information will be managed separately from the correspondence table. Removal of these items from the study site will be prohibited.
4) The collaborating study sites will not inform the Data Center of study subjects’ personal information such as name and address. Identification of and inquiries to the study subject will be done using the enrollment number given at the time of enrollment, and any information that can directly identify the study subject to a third party will not be registered in the Data Center.

Disclosure of information
1) In principle, results will be disclosed if the study subject themself wishes to disclose information.
2) Information will not be disclosed if the study subject themself does not wish to disclose it.
3) In principle, information will not be disclosed if anyone other than the study subject wishes information to be disclosed.

Anticipated risks (data leaks)
As the QOL survey will be conducted over the Internet in this study, adequate measures have been taken to prevent data leaks due to hacking and unauthorized access. In addition, since the study subject’s information will be registered and managed using the enrollment number, the individual study subject will not be identified in the event of a data leak.
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If any changes to the protocol become necessary during the study after approval by the Aichi Cancer Center Hospital Institutional Review Board, the representative investigator will correct or amend the protocol and then promptly notify the investigators at the collaborating study sites of the changes and the reasons therefor. Depending on the classification of content changes, changes to the protocol will be handled as two types: corrections and amendments. Definitions and handling are as follows:
Corrections
Any substantial changes to the protocol that may increase the risk to the subjects participating in this study or that are related to the study’s primary endpoint will be corrected by the representative investigator in consultation with the Steering Committee. Review and approval by the Aichi Cancer Center Hospital Institutional Review Board will be required, and the date of approval by the IRB will be indicated on the cover page. Investigators at the collaborating study sites will report corrections to the head of their study sites and obtain approval.

Revision
Any changes to the protocol that are not likely to increase the risks to the study subjects participating in this study and are not related to the primary endpoint of this study will be approved by the representative investigator, and the date of approval by the representative investigator will be indicated on the cover page.
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Completion of the study
1) The study will be considered completed when completion report by the central review body for this study is approved and the collaborating study sites have sent the CRFs of all study subjects at study sites undergoing central review.
Upon completion of the study, the investigator will notify the head of the study site in writing of the completion of the study.
2) The head of the collaborating study site will notify the Clinical Study Review Committee or Institutional Review Board in writing of the completion of the study as needed.

Discontinuation and suspension of the study
1) If any major problem with the treatment arises during the conduct of the study and it is concluded that this will be extremely disadvantageous to the study subject, the representative investigator will discontinue or suspend the study in consultation with the Steering Committee.
2) If the representative investigator decides to discontinue or suspend the study, they will immediately notify the investigators at the collaborating study sites, Steering Committee, Administrative Office, and Data Center of the reason and subsequent actions.
3) Upon receiving the notification, the investigator will inform the study subjects of the discontinuation or suspension and the reason for it, and take appropriate actions immediately.
4) In addition, the investigator will inform the head of the study site with which they are affiliated and relevant divisions within the study site, and will follow the procedures specified at the study site.
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Records related to the conduct of this research (written and electronic records) will be retained by the representative investigator, investigators, Administrative Office, and Data Center until 5 years after the completion of the study or 3 years after the publication of the results of this study, whichever is later. Personal information will be disposed with care by incineration.
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Monitoring and CRF review
Central monitoring will be performed to ensure that the study is conducted safely and in accordance with the protocol. A physician designated by the Steering Committee and the Data Center will review CRFs collected by the Data Center once annually in principle, and prepare a monitoring report.
The investigators will report study progress to the heads of their sites once annually.

Audits
In principle, audits will not be conducted in this study.
Supervision of contractors will be conducted in accordance with the outsourcing contracts as the responsibility of the representative investigator.



[bookmark: _Toc223622295]Registration of Study, Ownership and Publication of Results
Study registration
This study will be registered in the UMIN clinical trial system to disclose information. Registration will be performed before the first subject is enrolled in the study and will be performed by the Administrative Office.
UMIN Study ID: UMIN000056086

Publication of results
The privacy of the study subjects will be protected in the publication of study results.
The lead author of the primary article for publication of study results will be a researcher affiliated with the NIPH. Since study results may be submitted to academic conferences or to academic journals more than once, authors other than the lead author of the primary publication will be determined by the NIPH with the contribution to the study taken into account and based on recommendations by the Steering Committee.

Ownership of results
Intellectual property rights such as patent rights as well as data rights pertaining to the results of this study belong to the NIPH. Data may be provided to collaborating study sites with approval of the NIPH if limited to data from study subjects for whom enrollment is carried out by the relevant site.

Secondary use of data
Information obtained in this study may be used for an observational study in the same patient population as this study. In that case, a new protocol will be prepared for use, and an application will be submitted to the Institutional Review Board for approval in advance.
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Research funding
This study will be outsourced from the NIPH (consignor) to the Public Health Research Foundation (PHRF, consignee) and conducted based on an agreement between the NIPH and the PHRF. Study-related funds required in the collaborating study sites will be paid by the PHRF, which is the Administrative Office.
The responsible person of the consigner is affiliated with the Center for Outcomes Research and Economic Evaluation for Health (C2H). The C2H is an organization of the NIPH that, in an official capacity, considers the need to perform analyses in the process of “cost-effectiveness evaluation” which considers the balance between the “cost” and “effectiveness” of drugs, medical devices, and the like and to evaluate the validity of the analyses.

Payment of expenses and compensation for the study subject
If the subject is assigned to Arm B in this study, there will be copay costs for the drugs to be used (the percentage of the cost to the subject will depend on the percentage of the cost borne by the subject's health insurance).
In addition, Internet connection fees will be incurred for study subjects because who provide responses using their own electronic devices.
In addition, QUO cards with a value of 10,000 yen will be provided to all study subjects as an honorarium. Payment will be made on the day of obtaining informed consent, and study subjects will not be required to return the cards at discontinuation.

Compensation for health injuries
No financial compensation for health injuries will be provided in this study, as it will be conducted within the scope of regular insurance-compensated treatment. In addition, the antineoplastic drugs used in this study are not covered by the Relief System for Sufferers from Adverse Drug Reactions, and there is no liability insurance for investigator-initiated cancer research at present, so the compensation will be in the form of medical benefits rather than money. Therefore, any health injuries such as adverse events that occur in this study will be treated appropriately in the same manner as treatment of health injuries in usual medical care, and will involve a copayment with the study subject’s health insurance.

Conflicts of interest
This study is an investigator-initiated clinical study for which the Public Health Research Center will provide research fund management and research support. Conflict of interest management will be performed by each participating site for its own investigators.
In addition, an outsourcing contract will be concluded between the representative investigator and the Public Health Research Center, and between collaborating study sites applying for participation in this study and the Public Health Research Center, regarding the conduct of this study.
Decision-making regarding the planning, conduct, and publication of the study will be made by the Steering Committee, which is composed of investigators. Data management will be performed by the Data Center. The Public Health Research Center, the Administrative Office, will not be involved in decision-making regarding the planning, conduct, or publication of this study, or in data analysis, and will not provide any services. When this study is published COIs will be disclosed in an appropriate manner in accordance with guidelines for COI management, etc.
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Central review
No central pathology review or independent review of tumor shrinkage will be conducted.

Ancillary studies
Ancillary studies are not planned for this study.

QOL survey
Population surveyed
· Survey at enrollment: All participating patients from the study sites
· All patients enrolled by the study sites who are alive at the time of the survey will be included in the survey unless a patient or the patient's family refuses. However, patients will not take the surveys once ineligibility is confirmed.

Questionnaires
· Survey instruments: EORTC QLQ-C30 and EQ5D-5L

Survey implementation period
· EORTC QLQ-C30 and EQ5D-5L:
At enrollment (+7 days), and after enrollment, at Week 4 (±1 week), Week 8 (±1 week), Week 12 (±1 week), Week 16 (±1 week), Week 20 (±1 week), Week 24 (±1 week), and EQ-5D-5L only every 8 weeks (±1 week) after Week 24.

Survey method
Study subjects will provide responses on their own electronic devices or loaned electronic devices.
The procedure is as follows:
(1) Written instructions on how to operate an electronic device and enter data on the web will be provided to study subjects in advance. In addition, a consultation office will be established for study subjects to consult about data entry procedures. (See Section 22.8 for the consultation office.)
(2)	Subjects will be urged to give responses at the scheduled date and time of the surveys through email notification features, etc.
(3)	The study subject's response data will be sent to the Data Center in Section 20.8, and the date and time of the response will also be recorded. Investigators, etc. will not be able to view the response data.

Discontinuation of survey
The survey will be discontinued at the request of the patient or their family. Otherwise, the survey will be conducted until the end of the follow-up period .
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This study will be conducted by the following organization.

Representative investigator
Kei Muro, Department of Clinical Oncology, Aichi Cancer Center Hospital
1-1 Kanokoden, Chikusa-ku, Nagoya-shi, Aichi 464-8681
TEL: 052-762-6111 (Switchboard)
FAX: 052-764-2963
E-mail: kmuro@aichi-cc.jp

Research Secretariat
Tsuguo Iwatani, Department of Breast and Endocrine Surgery, St. Marianna University Hospital
2-16-1 Sugao, Miyamae-ku, Kawasaki-shi, Kanagawa 216-8511
TEL: 044-976-5961
FAX: 044-975-1400
E-mail: tsuguo.iwatani@gmail.com

Tomonori Mizutani, Department of Thoracic Oncology, National Cancer Center Hospital
5-1-1 Tsukiji, Chuo-ku, Tokyo 104-0045
TEL: 03-3542-2511
FAX: 03-3542-3815
E-mail: tomizuta@ncc.go.jp

Steering Committee
	Chairperson
	Tsuguo Iwatani
	St. Marianna University Hospital
	Department of Breast and Endocrine Surgery

	Members
	Makoto Ueno
	Kanagawa Cancer Center
	Department of Gastroenterology

	
	Shiho Kuji
	St. Marianna University Hospital
	Department of Obstetrics and Gynecology

	
	Hideo Kunito
	Japanese Red Cross Medical Center
	Department of Chemotherapy

	
	Takako Kuroda
	St. Marianna University Hospital
	Department of Breast and Endocrine Surgery

	
	Atsuo Takashima
	National Cancer Center Hospital
	Department of Gastrointestinal Medical Oncology

	
	Ryosuke Tateishi
	The University of Tokyo Hospital
	Department of Gastroenterology

	
	Kazunori Honda
	Aichi Cancer Center Hospital
	Department of Clinical Oncology

	
	Yuji Miura
	Cancer Institute Hospital of JFCR
	Comprehensive Medical Oncology

	
	Tomonori Mizutani
	National Cancer Center Hospital
	Department of Thoracic Oncology



Chief statistician
Takuya Kawahara, Clinical Research Promotion Center, The University of Tokyo Hospital
7-3-1 Hongo, Bunkyo-ku, Tokyo 113-8655
TEL: 03-5800-9143
FAX: 03-5800-9763

Steering Committee and Mission
· This Committee will consist of the representative investigator, research secretariat, Steering Committee members, and the chief statistician.
· The Committee will coordinate conduct of the study in cooperation with the Data Center and the Administrative Office.
· The Committee will perform other tasks necessary for the smooth and efficient conduct of the study.
Investigative Committee
The Committee will provide advice on the conduct of the study and supervise the entire study.
	Members
	Keiko Konomura
	National Institute of Public Health
	Center for Outcomes Research and Economic Evaluation for Health

	
	Takeru Shiroiwa
	National Institute of Public Health
	Center for Outcomes Research and Economic Evaluation for Health

	
	Takashi Fukuda
	National Institute of Public Health
	Center for Outcomes Research and Economic Evaluation for Health



IDMC
	Chairperson
	Kazuo Tamura
	Clinical Hematology Oncology Treatment Study Group
	President

	Members
	Masahiro Tsuboi
	National Cancer Center Hospital East
	Department of Thoracic Surgery

	
	Satoshi Morita
	Kyoto University
	Department of Biomedical Statistics and Bioinformatics



Data Center
The Data Center will accept subject enrollments, offer consultation services for study subjects, develop QOL survey applications, perform EDC management, and perform data management.
Zenbe Corporation
Floral Higashikasai 7, 2nd Fl., 6-2-13 Higashikasai, Edogawa-ku, Tokyo 134-0084
TEL: 03-5667-3918	 Consultation Office for Study Subjects  0120-264-660
FAX: 03-5667-3919
E-mail: dc@true-trial-ctr.jp

Administrative Office
Public Health Research Foundation
Comprehensive Support Project for Oncology Research (CSPOR) office
Junko Nakazato/Naoko Nishimura/Aya Muramatsu
1-1-7 Nishi-Waseda, Shinjuku-ku, Tokyo 169-0051
TEL: 03-5287-2636
FAX: 03-5287-2634
E-mail: csp-qol@csp.or.jp

Collaborating Study Sites 
See Attachment “List of Collaborating Study Sites.” This list will be revised separately from this protocol.
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