BM) Open

BMJ Open is committed to open peer review. As part of this commitment we make the peer review
history of every article we publish publicly available.

When an article is published we post the peer reviewers’ comments and the authors’ responses online.
We also post the versions of the paper that were used during peer review. These are the versions that
the peer review comments apply to.

The versions of the paper that follow are the versions that were submitted during the peer review
process. They are not the versions of record or the final published versions. They should not be cited or
distributed as the published version of this manuscript.

BMJ Open is an open access journal and the full, final, typeset and author-corrected version of record of
the manuscript is available on our site with no access controls, subscription charges or pay-per-view fees
(http://bmjopen.bmj.com).

If you have any questions on BMJ Open’s open peer review process please email
info.bmjopen@bmj.com



http://bmjopen.bmj.com/
info.bmjopen@bmj.com

BMJ Open

BM) Open

Medroxyprogesterone acetate plus metformin for fertility-

sparing treatment of atypical endometrial hyperplasia and

endometrial carcinoma: a prospective, randomized, open,
blinded-endpoint design, dose response trial (FELICIA Trial)

Journal: | BMJ Open

Manuscript ID | bmjopen-2019-035416

Article Type: | Protocol

Date Submitted by the

Author: 30-Oct-2019

Complete List of Authors: | Mitsuhashi, Akira; Chiba University Graduate School of Medicine School
of Medicine Department of Reproductive Medicine

Kawasaki, Yohei; Chiba University,

Hori, Makoto

Fujiwara, Tadami

Hanaoka, Hideki; Chiba University Hospital

Shozu, Makio; Chiba University Graduate School of Medicine School of
Medicine Department of Reproductive Medicine

Gynaecological oncology < GYNAECOLOGY, Adult oncology <

Keywords: | oNCOLOGY, Gynaecological oncology < ONCOLOGY

SCHOLA

RONE™
Manuscripts

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml




Page 1 of 33

oNOYTULT D WN =

BMJ Open

BM)

I, the Submitting Author has the right to grant and does grant on behalf of all authors of the Work (as defined
in the below author licence), an exclusive licence and/or a non-exclusive licence for contributions from authors
who are: i) UK Crown employees; ii) where BMJ has agreed a CC-BY licence shall apply, and/or iii) in accordance
with the terms applicable for US Federal Government officers or employees acting as part of their official
duties; on a worldwide, perpetual, irrevocable, royalty-free basis to BMJ Publishing Group Ltd (“BMJ”) its
licensees and where the relevant Journal is co-owned by BMJ to the co-owners of the Journal, to publish the
Work in this journal and any other BMJ products and to exploit all rights, as set out in our licence.

The Submitting Author accepts and understands that any supply made under these terms is made by BMJ to
the Submitting Author unless you are acting as an employee on behalf of your employer or a postgraduate
student of an affiliated institution which is paying any applicable article publishing charge (“APC”) for Open
Access articles. Where the Submitting Author wishes to make the Work available on an Open Access basis (and
intends to pay the relevant APC), the terms of reuse of such Open Access shall be governed by a Creative
Commons licence — details of these licences and which Creative Commons licence will apply to this Work are set
out in our licence referred to above.

Other than as permitted in any relevant BMJ Author’s Self Archiving Policies, | confirm this Work has not been
accepted for publication elsewhere, is not being considered for publication elsewhere and does not duplicate
material already published. | confirm all authors consent to publication of this Work and authorise the granting
of this licence.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


https://authors.bmj.com/wp-content/uploads/2018/11/BMJ_Journals_Combined_Author_Licence_2018.pdf
http://creativecommons.org/

oNOYTULT D WN =

BMJ Open Page 2 of 33

Protocol

Medroxyprogesterone acetate plus metformin for fertility-sparing treatment of atypical

endometrial hyperplasia and endometrial carcinoma: a prospective, randomized, open,

blinded-endpoint design, dose response trial (FELICIA Trial)

Running head: Dose response trial for metformin + MPA

Authors:  Akira Mitsuhashi!- Yohei Kawasaki®, Makoto Hori®), Tadami Fujiwara®, Hideki

Hanaoka?®, Makio ShozuD.

Institutional affiliations:

1) Department of Reproductive Medicine, Graduate School of Medicine, Chiba University,

1-8-1 Inohana, Chuo-ku, Chiba 260-8670, Japan

2) Biostatistics Section, Clinical Research Center, Chiba University Hospital, 1-8-1

Inohana,Chuo-ku, Chiba 260-8677, Japan

3) Clinical Research Center, Chiba University Hospital, 1-8-1 Inohana, Chuo-ku, Chiba

260-8677, Japan

Corresponding author: Akira Mitsuhashi. Department of Reproductive Medicine, Graduate

1

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



Page 3 of 33 BMJ Open

School of Medicine, Chiba University, 1-8-1 Inohana Chuo-ku, Chiba 260-8670, Japan

Tel: +81-43-226-2121; Fax: +81-43-226-2122; E-mail: antira@faculty.chiba-u.jp

oNOYTULT D WN =

10 Word count 3054

16 Abstract

19 Introduction: Progestin therapy is the only fertility sparing treatment option for patients
with atypical endometrial hyperplasia (AEH) and endometrial cancer (EC). However, the
25 results of three meta-analyses revealed a high remission rate, as well as an association with
28 a high rate of relapse. We previously conducted a phase II of medroxyprogesterone acetate
31 (MPA) plus metformin as a fertility-sparing treatment for AEH and EC patients, and
34 reported that metformin inhibited disease relapse after remission.

37 Methods and analysis: A randomized open blinded-endpoint design phase IIb dose response
40 trial was planned to commence in July 2019. The trial aims to identify the appropriate dose of
43 metformin to be combined with medroxyprogesterone acetate therapy for fertility-sparing
46 treatment of patients with AEH and EC. The primary endpoint of the trial is the three-year
49 relapse-free survival (RFS) rate. The secondary endpoints are RFS rate, the overall rate of
52 response to medroxyprogesterone acetate therapy, the conception rate after treatment, the
55 outcome of pregnancy, toxicity evaluation, and changes in insulin resistance and body mass

58 index. A total of 120 patients will be enrolled from 15 Japanese institutions within a 2.5-year
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period and followed up for at least 3 years.

Ethics and dissemination: The protocol was approved by the institutional Review Board at

Chiba University Hospital. The trial will be conducted according to the principles of the

World Medical Association Declaration of Helsinki and in accordance with GCP standards.

The trial findings will be published in a peer-reviewed journal.

Trial registration number: jJRCT2031190065

Strengths and limitations of this trial

1) The trial has been designed to meet the criteria for a high quality randomized trial.

2) The primary endpoint is the three-year relapse-free survival rate.

3) This trial will evaluate the long term efficacy of metformin as secondary endpoint.

4) A limitation of this trial is that it is not a confirmatory trial.

5) Other limitations of the trial include potential biases associated with the open-label

design.

Keywords: metformin, medroxyprogesterone acetate, fertility sparing treatment,

atypical endometrial hyperplasia, endometrial cancer
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INTRODUCTION

Progestin therapy is the only fertility sparing treatment option for patients with atypical

endometrial hyperplasia (AEH) and endometrial cancer (EC). The guidelines of the National

Comprehensive Cancer Network and the European Society of Gynecological Oncology Task

Force regarding fertility-sparing treatment recommend progestin therapy for patients with

AEH and EC who wish to conceive.[1, 2] However, the results of three meta-analyses

revealed a high remission rate, as well as an association with a high rate of relapse.[3-5]

EC is often associated with obesity and/or diabetes mellitus, indicating that insulin

resistance is a risk factor for EC.[6-8] We previously reported the incidence of obesity,

insulin resistance, and abnormal glucose metabolism among young EC patients as 84%, 83%,

and 78%, respectively.[9] Hyperinsulinemia due to insulin resistance plays an important role

in carcinogenesis.[10] Epidemiological and basic research studies support this notion; thus,

insulin resistance may be a promising target for the treatment and prevention of EC.[10, 11]

Metformin is a biguanide that is widely used for the treatment of type 2 diabetes mellitus.

Several recent epidemiological studies have revealed that metformin reduces the incidence of

cancer and cancer-related mortality in diabetes patients.[12, 13]

Moreover, metformin inhibited the growth of breast, ovarian, endometrial, and

prostate cancer cells, probably through the suppression of MAPK, cyclin D1, and mammalian

target of rapamycin activity.[14, 15] Furthermore, metformin enhanced ovulation in patients
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with polycystic ovary syndrome and improved pregnancy rates.[16, 17]

Based on this information, we previously conducted a phase II study of

medroxyprogesterone acetate (MPA) plus metformin as a fertility-sparing treatment for AEH

and EC patients and reported that metformin had inhibited disease relapse after remission.

Additionally, metformin prevented weight gain caused by MPA and had improved insulin

resistance among the registered patients.[18]

Therefore, we conducted a dose response randomized phase II study of MPA plus

metformin for fertility-sparing treatment of AEH and EC. The trial protocol was approved by

the Pharmaceuticals and Medical Devices Agency, Japan in June 2019 and the trial was

initiated in July 2019. Approval was obtained from the institutional review board prior to

patient recruitment at each institution. This trial was registered at the Japan Registry of

Clinical Trials under trial no. jRCT2031190065 (https://jrct.niph.go.jp).

METHODS AND ANALYSIS

Objectives

The purpose of this trial is to verify the appropriate dose of metformin in a new

fertility-sparing treatment involving a combination of metformin and MPA among patients

with AEH and EC. Further, this trial aims to investigate the long-term efficacy and safety of

this combination therapy.
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Design of the trial

10 This trial is a prospective, randomized, open, blinded-endpoint design, dose-response trial.

13 The trial is being conducted in 15 institutions across Japan. A list of recruiting sites is

16 provided in online supplementary appendix A. A local principal investigator (PI), supported
19 by at least two other staff members (such as a research nurse or clinical research coordinator),

conducts the study at each participating site.

28 Endpoints

31 The primary endpoint of the trial is the three-year relapse-free survival (RFS) rate, which
34 indicates the achievement of remission without recurrence 3 years from the date of trial entry
37 for all subjects.

40 The secondary endpoints are RFS rate, the overall response rate to MPA therapy, conception
43 rate following treatment, the outcome of pregnancy, results of toxicity assessment, and
46 changes in insulin resistance and body mass index (BMI). The RFS period was defined as the
49 period from the date of trial entry to the time of recurrence after remission or to the time of
52 exclusion from the trial due to non-remission. Cases of non-remission are defined as those
55 that experience disease progression before 32 weeks and those that do not achieve remission

58 by 32 weeks. The conception rate was defined as the rate of successful pregnancies among

60 6
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patients who were in remission and tried to have a child.

Eligibility criteria

All patients underwent a 75 g oral glucose tolerance test before registration for the evaluation

of glucose intolerance and insulin resistance

Inclusion criteria

1. Histologically confirmed AEH or well-differentiated endometrioid adenocarcinoma,

presumed to be International Federation of Gynecology and Obstetrics stage A, and in which

the EC was limited to the endometrium. Endometrial tissue sampling for diagnosis was

performed by dilatation and curettage.

2. No prior treatment with a high dose of progestin, the levonorgestrel-releasing

intrauterine system, or chemotherapy for an endometrial lesion (the uses of low or medium

doses of a progestin for menstrual cycle regulation were permitted).

3. Over 20 years of age and under 42 years of age

4. Eastern Cooperative Oncology Group Performance Status 0
5. Fulfillment of each of the following parameters

5.1. Leucocyte count > 3,000/mm?

5.2. Platelet count > 10 x 10%/mm?3
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5.3. Aspartate aminotransferase (glutamic-oxaloacetic transaminase) level less than twice

the maximum institutional standard

oNOYTULT D WN =

10 54. Alanine aminotransferase (glutamic-pyruvic transaminase) level less than twice the
13 maximum institutional standard

16 5.5.  Serum creatinine concentration < 1.0 mg/dl

19 5.6.  Creatinine clearance < 60 L /min

. 5.7.  Total bilirubin level < 1.5 mg/dl

25 5.8.  D-dimer level < 1.5 pg/ml

28 6. No prior medical history of chemical sensitivity to any of the chemicals being used
31 in the trial (MPA and metformin)

34 7. No clinical problem on electrocardiography

37 8. The patient provided written informed consent

43 Exclusion criteria

46 1. Contraindication to the drugs used in this trial (MPA and metformin)
49 1.1. Susceptible to lactic acidosis

52 1.1.1. A history of lactic acidosis

35 1.1.2.  Moderate to severe kidney damage or dialysis

58 1.1.3.  Severe liver damage
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1.1.4.  Shock, cardiac arrest, cardiac infarction, thrombosis of the lung, or severe

cardiovascular and/or lung damage

1.1.5. Ingestion of excessive amounts of alcohol

1.1.6.  Gastrointestinal damage such as dehydration or diarrhea and/or vomiting that could

cause dehydration

1.2. Serious ketosis, diabetic coma or pre-coma, or type I diabetes

1.3. Serious infections and/or injuries, a medical history including recent surgery, or the

expectation that the patient will soon undergo surgery

1.4. Malnourishment or starvation, hyposthenia, or pituitary and/or adrenal gland
disorders

L.5. Pregnancy or the expectation that the woman could be pregnant

1.6. Prior medical history of chemical sensitivity to biguanides or the compounds present

in the drugs being tested

1.7. High risk of thrombosis

1.7.1.  Surgery within the past week

1.7.2.  Cerebral and/or cardiac infarction, thrombophlebitis, or a prior history thereof

1.7.3.  Valvular heart disease, atrial fibrillation, endocarditis, or other serious cardiac

conditions

1.7.4. The current administration of hormone treatments

9
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1.8. Undiagnosed breast lesions or vaginal and/or urinary bleeding
1.9. Serious liver damage
1.10.  Hypocalcemia
2. Psychosis or mental symptoms that could make it difficult for patients to participate
in the trial
3. Uncontrolled diabetes mellitus
4. Diabetic patients who already take biguanides, including metformin (patients who

manage their diabetes via diet and exercise therapy, or those who take medicines apart from

metformin are eligible).

5. Concomitant malignancies

6. Systemic administration of steroids

7. Determined to be ineligible by the physician in charge for any other reason
Randomization

After confirming the fulfillment of the eligibility criteria, patients are registered via a

web-based system (DATATRAK ONE; https://secure.datatrak.net). Patients are randomized

to either arm A (MPA alone) or arm B (MPA + metformin 750 mg/day group) or arm C

(MPA + metformin 1500 mg/day group). BMI, histological diagnosis, and marital status are

considered as adjustment factors in dynamic allocation.

10
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Treatment methods

The patients are randomized into 3 treatment arms (Fig. 1). The protocol treatment was halted

if MPA therapy did not result in remission, according to the following criteria: the absence of

any hormonal effect by 16 weeks; disease progression at 8, 16, and 24 weeks; or no remission

at 32 weeks. A combination of 100 mg of aspirin was permissible if patients received MPA.

Arm A (control) MPA alone group: Patients receive a daily oral dose of 600 mg of MPA

for 32 weeks.

Arm B (experimental) MPA + metformin 750 mg/day group: Patients receive a daily oral

dose of 600 mg of MPA for 32 weeks.

Patients simultaneously receive a daily dose of metformin (initial dose, 500 mg/day;

increased monthly up to 750 mg/day if no adverse effects have developed) in combination

with MPA from the initial point of treatment.

After MPA administration, metformin therapy is continued until conception or disease

recurrence.

Arm C (experimental): MPA + metformin 1500 mg/day group:

11
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Patients receive a daily oral dose of 600 mg of MPA for 32 weeks.
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Patients simultaneously receive a daily dose of metformin (initial dose, 500 mg/day;
10 increased monthly up to 1500 mg/day if no adverse effects have developed) in combination
13 with MPA from the initial point of treatment.

16 After MPA administration, metformin therapy is continued until conception or disease

19 recurrence.

25 Maintenance period

28 After completing the MPA treatment, only patients who achieved remission will enter the
31 maintenance period. Patients are examined every three months until three years after the
34 initial treatment (at the time of evaluation for the primary endpoint). After that, patients are
37 examined every six months. If a patient desires to conceive in the immediate future, they are
40 allowed to become pregnant immediately after achieving remission. Fertility treatment is
43 recommended. A low dose of estrogen-progestin or medium doses of progestin is
46 recommended for patients who do not desire to conceive, to control the menstrual cycle until

49 they wish to conceive.

55 Criteria for discontinuation of trial treatment

58 The defined criteria for the discontinuation of trial medication are as follows:

12
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1. The protocol treatment was halted if MPA therapy did not result in remission, according to

the following criteria: the absence of any hormonal effect by 16 weeks; disease progression at

8, 16, and 24 weeks; or no remission at 32 weeks.

2. If the patients relapse after remission

3. Severe adverse effects (progressive or persistent) which in the opinion of the PI may be

related to the study medication

4. Other situations, judged by the PI, in which MPA or metformin cannot be continued

Data management, monitoring, safety and auditing

Monitors will ensure that the investigational team is complying with the study protocol and

GCP standards, that the data and AEs are accurately and appropriately recorded in the eCRFs,

that severe AEs (SAEs) are reported to the trial coordinator and the investigational drug

provider, and that those meeting the SAE reporting criteria are reported to the institutional

review board (IRB). AEs will be classified in accordance with the Medical Dictionary for

Regulatory Activities, Japanese translation MedDRA/J V.22.0 (MedDRA Japanese

Maintenance Organization, Tokyo, Japan). All participants with AEs are to be followed up

during the course of the AE until their resolution, or for 4 weeks after the end of the trial. All

SAEs will be reported to all investigators, discussed through a web-based AE reporting

system, and will be reported to the PMDA, if necessary.

13
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Data monitoring committee

The data monitoring committee comprises three clinical trial specialists, including a

biostatistician, are were not associated with the current study. The committee will meet at

least twice a year and all the data obtained from the current trial will be checked by the

committee.

Statistical analysis

Primary endpoints

An analysis of the effectiveness of primary endpoints will be conducted on the full analysis

set. The following closed testing procedure will be used to assess the three groups:

MPA-alone group as the control group, the group with MPA plus metformin (750 mg), and

the group with MPA plus metformin (1500 mg).

1. The MPA-alone, MPA plus metformin (750 mg), and MPA plus metformin (1500

mg) groups will be pooled and analyzed via a log-rank test. If the difference is significant,

move to the next step; if not, terminate the procedure.

2. For the MPA-alone and the MPA plus metformin (1500 mg) groups, a log-rank test

will be performed. If the difference is significant, move to the next step; if not, terminate the

procedure.

14
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3. For the MPA-alone and MPA plus metformin (750 mg) groups, a log-rank test will

be performed. If the difference is significant, move to the next step; if not, terminate the

procedure.

4. For the MPA plus metformin (750 mg) and MPA plus metformin (1500 mg) groups,

a log-rank test will be performed.

Secondary endpoints

The same analysis performed on primary endpoints will be applied to the per protocol set. In

addition, an analysis based on the Cox proportional hazards model will be carried out by

adjusting for necessary allocation factors and layers.

Other items to be evaluated are the complete response rate for the MPA treatment period; the

rate of trial continuation for the MPA-alone and MPA plus metformin groups; the

recurrence-free survival time and recurrence-free rate in each year for the maintenance

period; BMI values and homeostatic model assessment of insulin resistance results of all

response cases that expressed the desire to become pregnant; the proportion of patients that

became pregnant at least once during the trial period; outcomes of pregnant patients

(miscarriage, stillbirth, live birth, weeks of gestation), and of all response cases that

expressed the desire to become pregnant; and the proportion of patients that gave birth to a

child.

15
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Safety endpoints

10 In the analysis of secondary safety endpoints, the number and rate of adverse events in an
13 adverse event rate safety analysis set will be evaluated. Particularly, we will evaluate items in
16 which a grade 3 or greater adverse event will occur (grade 2 or greater in the case of

19 neurotoxicity).

25 Target number of cases and the grounds for setting it

28 Based on previous studies, the non-recurrence rate for the MPA-alone group was assumed to
31 be 60% and the non-recurrence rate for the MPA plus metformin group 85%. The same
34 setting was applied for both groups for the following items: the response rate during the MPA
37 treatment period was 80%, the probability of withdrawal during the maintenance period was
40 5%, the probability of pregnancy was 10%, patients for whom the trial was terminate during
43 pregnancy were treated as non-recurrence-in-trial cases, the two-tailed significance level was
46 5%, and the power was 80%.

49 Based on these configurations, the number of cases was calculated through simulation. As a

52 result, the necessary number of cases per group is 40, and 120 in total.

58 Interim analysis and monitoring

16
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No interim analysis is planned.

ETHICS AND DISSEMINATION

The trial will be conducted in accordance with the Ordinance on the Standards for the

Implementation of Clinical Trials (GCP Ordinance) and the principles of the World Medical

Association (WMA) Declaration of Helsinki. All participants will receive adequate

information about the nature, purpose, possible risk and benefits of the trial, and about

alternative therapeutic choices, using an informed consent form approved by the IRB. The

informed consent form, signed by the participant, is required for enrolment in the trial. We

intend to publish results of the FELICA trial in a major journal.

DISCUSSION

This trial was planned to determine the appropriate dose of metformin in a new

fertility-sparing treatment involving a combination of metformin and MPA among patients

with AEH and EC. To confirm the appropriate dose of metformin, the RFS rate was set as

the primary endpoint.

In Japan, pharmaceutical approval for the dose of metformin was for a maximum of

2250 mg per day and only for patients with diabetes mellitus. The recommended

maintenance dose of metformin was 750 to 1500 mg per day. In a previous phase 2 trial,

17
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metformin (initial dose, 750 mg/day; increased weekly in increments of 750 mg/day up to

2,250 mg/day if no adverse effects occurred) was administered concurrently with MPA

since initiation of treatment.[18] Although the dose was reduced to under 1500 mg per day

in some patients, no difference was found in treatment efficacy between the 1500 mg and

2250 mg groups (unpublished data). To consider long term feasibility, we set the maximum

dose of this trial as 1500 mg per day. This protocol was agreed upon with regulatory

strategy consultation of the Pharmaceuticals and Medical Devices Agency.

Most studies of fertility sparing treatments, including our previous phase 2 trial,

have only evaluated relapse rates in remission patients.[3,4] An evaluation of the efficacy

of metformin depends on both the response rate and recurrence rate; however, even if

remission rates are low, if response rates are also low it may not necessarily mean that

metformin is effective.

Therefore, we defined the three-year RFS rate as the primary endpoint of this trial.

This means the achievement of remission without recurrence 3 years from the date of trial

enrolment.

This trial has some strengths. First, we are able to evaluate the long-term efficacy

of metformin because the primary endpoint of this trial is the 3-year RFS rate. Following

the first phase 2 trial of metformin combined with progestin for fertility-sparing treatment

of AEH and EC started in 2009 and reported on in 2016, there are five trials currently

18
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examining the effect of metformin in fertility-sparing treatment for AEH and EC

(NCT02035787, NCT03538704, NCT01968317, NCT02990728, NCT01686126). In these

studies, the primary endpoint is set as the pathological response rate. However, only one

phase 2 trial has reported on relapse rate as a secondary endpoint. Second, further evidence

of the long-term efficacy of metformin will be based on continued metformin therapy

following the conclusion of MPA administration, until conception or disease recurrence.

Based on our previous phase 2 trial results, we hypothesized that metformin might prevent

recurrence after remission. Metformin had indirect effects that were caused by the lowering

of glucose and insulin levels, as described above. However, in ongoing trials, metformin is

administered combined with progestin and is discontinued following remission. In these

trials, only an anticancer effect of metformin was expected as an outcome. Finally, this trial

will evaluate metabolic status. Most of the candidate patients for this tiral were obese,

consistent with insulin resistance and abnormal glucose metabolism. Based on our previous

phase 2 trial, we will evaluate improvements in the metabolic profiles of these patients that

are anticipated with the addition of metformin.

A limitation of this trial its design is not that of a confirmatory trial. In addition, this

trial will not use a placebo control group. However, evaluation of the remission and relapse

rates, which are associated with the primary endpoint, will be performed by a pathological

review board. The evaluation will occur under blind and independent conditions. Therefore,

19

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 20 of 33



Page 21 of 33 BMJ Open

we believe that it will be possible to maintain objectivity and to reduce potential bias.

oNOYTULT D WN =

This trial is expected to clarify the clinical advantages of the combination of
10 metformin with progestin. If this trial reveals the appropriate dose of metformin and shows
13 long-term efficacy, clinical use of metformin for fertility sparing treatment of EC will be

16 advanced.
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10 Figure 1. Trial design. MPA, medroxyprogesterone acetate; pCR, pathological complete

13 response
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Abstract

Introduction: Progestin therapy is the only fertility sparing treatment option for patients

with atypical endometrial hyperplasia (AEH) and endometrial cancer (EC). However, the

results of three meta-analyses revealed a high remission rate, as well as an association with

a high rate of relapse. We previously conducted a phase II of medroxyprogesterone acetate

(MPA) plus metformin as a fertility-sparing treatment for AEH and EC patients, and

reported that metformin inhibited disease relapse after remission.

Methods and analysis: A randomized open blinded-endpoint design phase IIb dose response

trial was planned to commence in July 2019. The trial aims to identify the appropriate dose of

metformin to be combined with medroxyprogesterone acetate therapy for fertility-sparing

treatment of patients with AEH and EC. The primary endpoint of the trial is the three-year

relapse-free survival (RFS) rate. The secondary endpoints are RFS rate, the overall rate of

response to medroxyprogesterone acetate therapy, the conception rate after treatment, the

outcome of pregnancy, toxicity evaluation, and changes in insulin resistance and body mass

2
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index. A total of 120 patients will be enrolled from 15 Japanese institutions within a 2.5-year

period and followed up for at least 3 years.

Ethics and dissemination: The protocol was approved by the institutional Review Board at

Chiba University Hospital and boards at 14 other institutions. The trial will be conducted

according to the principles of the World Medical Association Declaration of Helsinki and in

accordance with GCP standards. The trial findings will be published in a peer-reviewed

journal.

Trial registration number: JRCT2031190065

Strengths and limitations of this trial

This is the first randomized controlled trial that aims to identify the appropriate metformin

dose to be added to medroxyprogesterone acetate therapy for fertility-sparing treatment of

patients with AEH and EC.

The trial has been designed to meet high-quality randomized clinical trial criteria by

performing central randomization and ensuring multicenter participation.

Since the association between the trial primary endpoint, 3-year relapse-free survival rate,

and medroxyprogesterone acetate plus metformin treatment will be examined, this study can
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evaluate the efficacy of the addition of metformin to medroxyprogesterone in fertility-sparing

oNOYTULT D WN =

treatment of AEH and EC patients.

10 4) To reduce the bias associated with the open-label design, and to maintain objectivity, we used
13 blinded investigators to evaluate the endpoint, and judgment was based on standardized

16 criteria for central pathological diagnosis.

19 5) A limitation of this trial is that it is not confirmatory in the evaluation of the primary

endpoint.

28 Keywords: metformin, medroxyprogesterone acetate, fertility sparing treatment,

31 atypical endometrial hyperplasia, endometrial cancer
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INTRODUCTION

Progestin therapy is the only fertility sparing treatment option for patients with atypical

endometrial hyperplasia (AEH) and endometrial cancer (EC). The guidelines of the National

Comprehensive Cancer Network and the European Society of Gynecological Oncology Task

Force regarding fertility-sparing treatment recommend progestin therapy for patients with

AEH and EC who wish to conceive.[1, 2] However, the results of three meta-analyses

revealed a high remission rate, as well as an association with a high rate of relapse.[3-5]

EC is often associated with obesity and/or diabetes mellitus, indicating that insulin

resistance is a risk factor for EC.[6-8] We previously reported the incidence of obesity,

insulin resistance, and abnormal glucose metabolism among young EC patients as 84%, 83%,

and 78%, respectively.[9] Hyperinsulinemia due to insulin resistance plays an important role

in carcinogenesis.[10] Epidemiological and basic research studies support this notion; thus,

insulin resistance may be a promising target for the treatment and prevention of EC.[10, 11]

Metformin is a biguanide that is widely used for the treatment of type 2 diabetes mellitus.

Several recent epidemiological studies have revealed that metformin reduces the incidence of

cancer and cancer-related mortality in diabetes patients.[12, 13]

Moreover, metformin inhibited the growth of breast, ovarian, endometrial, and

prostate cancer cells, probably through the suppression of MAPK, cyclin D1, and mammalian
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target of rapamycin activity.[14, 15] Furthermore, metformin enhanced ovulation in patients

with polycystic ovary syndrome and improved pregnancy rates.[16, 17]

Based on this information, we previously conducted a phase II study of

medroxyprogesterone acetate (MPA) plus metformin as a fertility-sparing treatment for AEH

and EC patients and reported that metformin had inhibited disease relapse after remission.

Additionally, metformin prevented weight gain caused by MPA and had improved insulin

sensitivity among the registered patients.[18]

Therefore, we conducted a dose response randomized phase II study of MPA plus

metformin for fertility-sparing treatment of AEH and EC. The trial protocol was approved by

the Pharmaceuticals and Medical Devices Agency, Japan in June 2019 and the trial was

initiated in July 2019. Approval was obtained from the institutional review board prior to

patient recruitment at each institution. This trial was registered at the Japan Registry of

Clinical Trials under trial no. jRCT2031190065 (https://jrct.niph.go.jp).

METHODS AND ANALYSIS

Objectives

The purpose of this trial is to verify the appropriate dose of metformin in a new

fertility-sparing treatment involving a combination of metformin and MPA among patients
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with AEH and EC. Further, this trial aims to investigate the long-term efficacy and safety of

this combination therapy.

Design of the trial

This trial is a prospective, randomized, open, blinded-endpoint design, dose-response trial.

Original Japanese protocol and informed consent form are provided in the online

supplementary appendix 1,2, and this protocol meets the criteria of the Standard Protocol

Items: Recommendations for Interventional Trials (SPIRIT) 2013 statement. The trial is

being conducted in 15 institutions across Japan. A list of recruiting sites is provided in online

supplementary appendix 3. A local principal investigator (PI), supported by at least two other

staff members (such as a research nurse or clinical research coordinator), conducts the study

at each participating site.

Endpoints

The primary endpoint of the trial is the three-year relapse-free survival (RFS) rate, which

indicates the achievement of remission without recurrence 3 years from the date of trial entry

for all subjects.

The secondary endpoints are RFS rate, the overall response rate to MPA therapy, conception

rate following treatment, the outcome of pregnancy, results of toxicity assessment, and
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changes in insulin resistance and body mass index (BMI). The RFS period was defined as the

period from the date of trial entry to the time of recurrence after remission or to the time of

exclusion from the trial due to non-remission. Cases of non-remission are defined as those

that experience disease progression before 32 weeks and those that do not achieve remission

by 32 weeks. The conception rate was defined as the rate of successful pregnancies among

patients who were in remission and tried to have a child.

Eligibility criteria

All patients underwent a 75 g oral glucose tolerance test before registration for the evaluation

of glucose intolerance and insulin resistance

Inclusion criteria

1. Histologically confirmed AEH or well-differentiated endometrioid adenocarcinoma,

presumed to be International Federation of Gynecology and Obstetrics stage IA, and in which

the EC was limited to the endometrium. Endometrial tissue sampling for diagnosis was

performed by dilatation and curettage.

2. No prior treatment with a high dose of progestin, the levonorgestrel-releasing

intrauterine system, or chemotherapy for an endometrial lesion (the uses of low or medium

doses of a progestin for menstrual cycle regulation were permitted).
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Over 20 years of age and under 42 years of age

Eastern Cooperative Oncology Group Performance Status 0

Fulfillment of each of the following parameters

Leucocyte count > 3,000/mm?

Platelet count > 10 x 10%*/mm?3

Aspartate aminotransferase (glutamic-oxaloacetic transaminase) level less than twice

the maximum institutional standard

5.4.

Alanine aminotransferase (glutamic-pyruvic transaminase) level less than twice the

maximum institutional standard

5.5.

5.6.

5.7.

5.8.

Serum creatinine concentration < 1.0 mg/dl

Creatinine clearance < 60 L /min

Total bilirubin level < 1.5 mg/dl

D-dimer level < 1.5 pg/ml

No prior medical history of chemical sensitivity to any of the chemicals being used

in the trial (MPA and metformin)

7.

8.

No clinical problem on electrocardiography

The patient provided written informed consent

Exclusion criteria
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1. Contraindication to the drugs used in this trial (MPA and metformin)

1.1. Susceptible to lactic acidosis

1.1.1. A history of lactic acidosis

1.1.2.  Moderate to severe kidney damage or dialysis

1.1.3.  Severe liver damage

1.1.4.  Shock, cardiac arrest, cardiac infarction, thrombosis of the lung, or severe

cardiovascular and/or lung damage

1.1.5. Ingestion of excessive amounts of alcohol

1.1.6.  Gastrointestinal damage such as dehydration or diarrhea and/or vomiting that could

cause dehydration

1.2. Serious ketosis, diabetic coma or pre-coma, or type I diabetes

1.3. Serious infections and/or injuries, a medical history including recent surgery, or the

expectation that the patient will soon undergo surgery

1.4. Malnourishment or starvation, hyposthenia, or pituitary and/or adrenal gland
disorders

L.5. Pregnancy or the expectation that the woman could be pregnant

1.6. Prior medical history of chemical sensitivity to biguanides or the compounds present

in the drugs being tested

1.7. High risk of thrombosis

10
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1.7.1.  Surgery within the past week

1.7.2.  Cerebral and/or cardiac infarction, thrombophlebitis, or a prior history thereof

1.7.3.  Valvular heart disease, atrial fibrillation, endocarditis, or other serious cardiac

conditions

1.7.4. The current administration of hormone treatments

1.8. Undiagnosed breast lesions or vaginal and/or urinary bleeding

1.9. Serious liver damage

1.10.  Hypocalcemia

2. Psychosis or mental symptoms that could make it difficult for patients to participate

in the trial

3. Uncontrolled diabetes mellitus

4. Diabetic patients who already take biguanides, including metformin (patients who

manage their diabetes via diet and exercise therapy, or those who take medicines apart from

metformin are eligible).

5. Concomitant malignancies

6. Systemic administration of steroids

7. Determined to be ineligible by the physician in charge for any other reason
Randomization

11
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After confirming the fulfillment of the eligibility criteria, patients are randomly assigned to

arm A (MPA alone group), arm B (MPA + metformin 750 mg / day group), and arm C (MPA

+ metformin 1500 mg / day group) in a 1:1:1 allocation via a dynamic and centralized

randomization procedure implemented with the DATATRAK Electronic Data Capture

system (DATATRAK ONE V.14.1.0; https://secure.datatrak.net). Minimization imbalance

Method with a probability of 0.9 is used for randomization[19]. The stratification factors to

be balanced across treatment arms are BMI, histology, and marital status.

Treatment methods

The patients are randomized into 3 treatment arms (Fig. 1).

Arm A (control) MPA alone group: Patients receive a daily oral dose of 600 mg of MPA for

32 weeks.

Arm B (experimental) MPA + metformin 750 mg/day group: Patients receive a daily oral

dose of 600 mg of MPA for 32 weeks.

Patients simultaneously receive a daily dose of metformin (initial dose, 500 mg/day;

increased monthly up to 750 mg/day if no adverse effects have developed) in combination

with MPA from the initial point of treatment.
12
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After MPA administration, metformin therapy is continued until conception or disease

recurrence.

Arm C (experimental): MPA + metformin 1500 mg/day group:

Patients receive a daily oral dose of 600 mg of MPA for 32 weeks.

Patients simultaneously receive a daily dose of metformin (initial dose, 500 mg/day;

increased monthly up to 1500 mg/day if no adverse effects have developed) in combination

with MPA from the initial point of treatment.

After MPA administration, metformin therapy is continued until conception or disease

recurrence.

Endometrial curettage under anesthesia will be performed to evaluate pathological response

every 8 weeks. (Fig 2)

The protocol treatment was halted if MPA therapy did not result in remission, according to

the following criteria: the absence of any hormonal effect by 16 weeks; disease progression at

8, 16, and 24 weeks; or no remission at 32 weeks. A combination of 100 mg of aspirin was

permissible if patients received MPA.

Maintenance period

13
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After completing the MPA treatment, only patients who achieved remission will enter the

maintenance period. Follow up will be performed by conducting endometrial sampling with a

pipelle or with any other appropriate equipment.. Patients are examined every three months

until three years after the initial treatment (at the time of evaluation for the primary endpoint).

After that, patients are examined every six months. If a patient desires to conceive in the

immediate future, they are allowed to become pregnant immediately after achieving

remission. Fertility treatment is recommended. A low dose of estrogen-progestin or medium

doses of progestin is recommended for patients who do not desire to conceive, to control the

menstrual cycle until they wish to conceive.

Criteria for discontinuation of trial treatment

The defined criteria for the discontinuation of trial medication are as follows:

1. The protocol treatment was halted if MPA therapy did not result in remission, according to

the following criteria: the absence of any hormonal effect by 16 weeks; disease progression at

8, 16, and 24 weeks; or no remission at 32 weeks.

2. If the patients relapse after remission

3. Severe adverse effects (progressive or persistent) which in the opinion of the PI may be

related to the study medication

4. Other situations, judged by the PI, in which MPA or metformin cannot be continued

14
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Data management, monitoring, safety and auditing

Monitors will ensure that the investigational team is complying with the study protocol and

GCP standards, that the data and AEs are accurately and appropriately recorded in the eCRFs,

that severe AEs (SAEs) are reported to the trial coordinator and the investigational drug

provider, and that those meeting the SAE reporting criteria are reported to the institutional

review board (IRB). AEs will be classified in accordance with the Medical Dictionary for

Regulatory Activities, Japanese translation MedDRA/J V.22.0 (MedDRA Japanese

Maintenance Organization, Tokyo, Japan). All participants with AEs are to be followed up

during the course of the AE until their resolution, or for 4 weeks after the end of the trial. All

SAEs will be reported to all investigators, discussed through a web-based AE reporting

system, and will be reported to the PMDA, if necessary.

Data monitoring committee

The data monitoring committee comprises three clinical trial specialists, including a

biostatistician, are were not associated with the current study. The committee will meet at

least twice a year and all the data obtained from the current trial will be checked by the

committee.

15
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Statistical analysis

Primary endpoints

An analysis of the effectiveness of primary endpoints will be conducted on the full analysis

set. The following closed testing procedure will be used to assess the three groups:

MPA-alone group as the control group, the group with MPA plus metformin (750 mg), and

the group with MPA plus metformin (1500 mg).

1. The MPA-alone, MPA plus metformin (750 mg), and MPA plus metformin (1500

mg) groups will be pooled and analyzed via a log-rank test. If the difference is significant,

move to the next step; if not, terminate the procedure.

2. For the MPA-alone and the MPA plus metformin (1500 mg) groups, a log-rank test

will be performed. If the difference is significant, move to the next step; if not, terminate the

procedure.

3. For the MPA-alone and MPA plus metformin (750 mg) groups, a log-rank test will

be performed. If the difference is significant, move to the next step; if not, terminate the

procedure.

4. For the MPA plus metformin (750 mg) and MPA plus metformin (1500 mg) groups,

a log-rank test will be performed.

Secondary endpoints

16
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The same analysis performed on primary endpoints will be applied to the per protocol set. In

addition, an analysis based on the Cox proportional hazards model will be carried out by

adjusting for necessary allocation factors and layers.

Other items to be evaluated are the complete response rate for the MPA treatment period; the

rate of trial continuation for the MPA-alone and MPA plus metformin groups; the

recurrence-free survival time and recurrence-free rate in each year for the maintenance

period; BMI values and homeostatic model assessment of insulin resistance results of all

response cases that expressed the desire to become pregnant; the proportion of patients that

became pregnant at least once during the trial period; outcomes of pregnant patients

(miscarriage, stillbirth, live birth, weeks of gestation), and of all response cases that

expressed the desire to become pregnant; and the proportion of patients that gave birth to a

child.

Safety endpoints

In the analysis of secondary safety endpoints, the number and rate of adverse events in an

adverse event rate safety analysis set will be evaluated. Particularly, we will evaluate items in

which a grade 3 or greater adverse event will occur (grade 2 or greater in the case of

neurotoxicity).

17
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Based on previous studies, the non-recurrence rate for the MPA-alone group was assumed to
10 be 60% and the non-recurrence rate for the MPA plus metformin group 85%. The same

13 setting was applied for both groups for the following items: the response rate during the MPA
16 treatment period was 80%, the probability of withdrawal during the maintenance period was
19 5%, the probability of pregnancy was 10%, patients for whom the trial was terminate during
pregnancy were treated as non-recurrence-in-trial cases, the two-tailed significance level was
25 5%, and the power was 80%.

28 Based on these configurations, the number of cases was calculated through simulation. As a

31 result, the necessary number of cases per group is 40, and 120 in total.

37 Interim analysis and monitoring

40 No interim analysis is planned.

46 Patient and public involvement

49 Patients and the public were not involved in the design of this trial.

55 Ethics and dissemination

18
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The trial will be conducted in accordance with the Ordinance on the Standards for the

Implementation of Clinical Trials (GCP Ordinance) and the principles of the World Medical

Association (WMA) Declaration of Helsinki. All participants will receive adequate

information about the nature, purpose, possible risk and benefits of the trial, and about

alternative therapeutic choices, using an informed consent form approved by the IRB at

Chiba University Hospital and boards at 14 other institutions (The names of Ethics

Committee: online supplementary appendix 4). The informed consent form, signed by the

participant, is required for enrolment in the trial. We intend to publish results of the FELICA

trial in a major journal.

DISCUSSION

This trial was planned to determine the appropriate dose of metformin in a new

fertility-sparing treatment involving a combination of metformin and MPA among patients

with AEH and EC. To confirm the appropriate dose of metformin, the RFS rate was set as the

primary endpoint.

In Japan, pharmaceutical approval for the dose of metformin was for a maximum of 2250

mg per day and only for patients with diabetes mellitus. The recommended maintenance dose

of metformin was 750 to 1500 mg per day. In a previous phase 2 trial, metformin (initial dose,

750 mg/day; increased weekly in increments of 750 mg/day up to 2,250 mg/day if no adverse

19
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effects occurred) was administered concurrently with MPA since initiation of treatment.[ 18]

Although the dose was reduced to under 1500 mg per day in some patients, no difference was

found in treatment efficacy between the 1500 mg and 2250 mg groups (unpublished data). To

consider long term feasibility, we set the maximum dose of this trial as 1500 mg per day.

This protocol was agreed upon with regulatory strategy consultation of the Pharmaceuticals

and Medical Devices Agency.

Most studies of fertility sparing treatments, including our previous phase 2 trial, have only

evaluated relapse rates in remission patients.[3,4] An evaluation of the efficacy of metformin

depends on both the response rate and recurrence rate; however, even if remission rates are

low, if response rates are also low it may not necessarily mean that metformin is effective.

Therefore, we defined the three-year RFS rate as the primary endpoint of this trial. This

means the achievement of remission without recurrence 3 years from the date of trial

enrolment.

This trial has some strengths. First, we are able to evaluate the long-term efficacy of

metformin because the primary endpoint of this trial is the 3-year RFS rate. Following the

first phase 2 trial of metformin combined with progestin for fertility-sparing treatment of

AEH and EC started in 2009 and reported on in 2016, there are five trials currently

examining the effect of metformin in fertility-sparing treatment for AEH and EC

(NCT02035787, NCT03538704, NCT01968317, NCT02990728, NCT01686126). In these

20
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studies, the primary endpoint is set as the pathological response rate. However, only one

phase 2 trial has reported on relapse rate as a secondary endpoint. Second, further evidence of

the long-term efficacy of metformin will be based on continued metformin therapy following

the conclusion of MPA administration, until conception or disease recurrence. Based on our

previous phase 2 trial results, we hypothesized that metformin might prevent recurrence after

remission. Metformin had indirect effects that were caused by the lowering of glucose and

insulin levels, as described above. However, in ongoing trials, metformin is administered

combined with progestin and is discontinued following remission. In these trials, only an

anticancer effect of metformin was expected as an outcome. Finally, this trial will evaluate

metabolic status. Most of the candidate patients for this traill were obese, consistent with

insulin resistance and abnormal glucose metabolism. Based on our previous phase 2 trial, we

will evaluate improvements in the metabolic profiles of these patients that are anticipated

with the addition of metformin.

A limitation of this trial is that design is not that of a confirmatory trial. In addition, this

trial will not use a placebo control group. However, evaluation of the remission and relapse

rates, which are associated with the primary endpoint, will be performed by a pathological

review board. The evaluation will occur under blind and independent conditions. Therefore,

we believe that it will be possible to maintain objectivity and to reduce potential bias.

21
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This trial is expected to clarify the clinical advantages of the combination of metformin

with progestin. If this trial reveals the appropriate dose of metformin and shows long-term

efficacy, clinical use of metformin for fertility sparing treatment of EC will be advanced.
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13 Figure legend

16 Figure 1. Trial design. MPA, medroxyprogesterone acetate; pCR, pathological complete
19 response

Figure 2. Judgement of remission flow chat during treatment period

25 *1, The protocol treatment is halted;

*2, Fertility treatment or menstrual control;
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hE. BREEEREE. AREEZES FLIXLBREEZERICHRLT MM . T
—REZRYYUTEREERICHLTRESNDLDTY, Lo T, HBREICHRHEIT 582K
E. AREEEMRUA MRS VRBETH S BATFERASHOXBICLSRAELL
2. B=ZFBNRATT S & RUKBBRODBHMUNFIRT S LETEERA, F2L K
BROBRD—EELIEHEFER. HEFHNDICERTHEEICE, AREEZEMRUE
AFERARUDOEENDELRYEITOT, PORBRABREMECIERETET LIS
FELWLET,
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BRE - BREC RERE BAGEREE
PCOS Polycystic ovary syndrome L EIME IR AR
MPA Medroxyprogesterone acetate ARAXOTOFRTOVEBIRATIL
BMI Body Mass Index RT 4 T RIEH
IGFBP-1 Insulin-like growth factor-binding protein AR UIEERTFHEER v\
PI3K Phosphatidylinositol-3 kinase RRIT7FONA) D =L 3-FF—F
MAPK Mitogen-activated protein kinase XA Oz UFERIETATSAOFFT—F
IGF-1 Insulin-like growth factor 1 A4 DR HRIBRERF 1
GLUT4 Glucose transporter 4 TIWA—R S VRKR—42—4
mTOR Mammalian target of rapamycin HEFES /AT DU VNV E
cyclinD1 cyclinD H441) D1
AST Aspartate aminotransferase T%KE#\JMT s /‘\ ho22 ? N 5_?
(GOT) (Glutamic oxaloacetic transaminase) t(;? Lo BARSORBES VAT ET—
ALT Alanine aminotransferase TI53=VUF2/) RS50RTz5—F
(GPT) (Glutamic pyruvic transaminase) (JIVEIUBELVEVEENS VAT S H—1)
PS Performance Status .
(ECOG) (Eastern Cooperative Oncology Group) —ERE  (ECOG)
OGTT Oral glucose tolerance test #BOJ FoBEanaER
ALP Alkali phosphatase FILAYERRT742—€
UA Uric acid PR E&
Cr Creatinine I9LT7F=Y
LDL Low density lipoprotein BLEEYRE2 Y
TG Triacylglycerol th 4 RE R
HOMA-R Homeostasis model assessment ratio A VR ViR HOMA- R
HbAlc Hemoglobin Alc ~AESOEVALC
LH Luteinizing hormone BARBRKRILEY
FSH Follicle stimulating hormone IRRARIBARILE Y
PRL Prolactin JosoFy
E2 Estradiol IXRSOF—
CR Complete response TEEY
PR Partial response i3
SD Stable disease %
DFS Disease free survival EREREHLHVILEM
MRI Magnetic resonance imaging MK LEmE
CT Computed tomography scanning aVEa—3EERE
CTCAE Common Terminology Criteria for Adverse EESS HEmEEs

Events
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0. ‘RERROBE

BERREA

FERNERAEERE - FEXREICHT DA FOFXFTO5R5Fa v E A+
RILE DOGAIRZEMEERFEREDAERICEHER

AEBROBM FERNEERAEBEER UV FEREEEICHT HIFREEFEREELTAFR
AXS7a5X7FaYy (MPA) &4 MRV V2R 2EHEABREIC
BWT, A rFRILIUDBEYLRAEZRFATHETHS, BIRMIZ, A
FRILE VHAREORPEDMN - Re2MERFTT 5.

BRTYAL Y SRR, 3HAER. A—T. U4 LIELEEERER

72x—X % b AR+ REAE M - TEMHER

HEREE —fE% . A MRJLS UIEERIE
FIE : &% (TAB)
REZHE  EB

BIRE#E UTDIRTOEHIZHZUT IEEERNRET D,

(1) XERZHFHT 248 (168 B) »oBFEATE TITT > FERNRR
BIZAWNT, ABFHICFERNEREERERED L FEFMERERNE
BOBRELHNIBEOATVSEET. KETOFERNELETREEMIC
K Y DB RBENIBTEINATVDIESE, FERBEFICESLTIE,
XERZMSFHI8E (56 B) Mo BFHATE TITT-7=CT - MRI - i
FRRETHERE - ) U/\HiEH - ZREBEZEROLTVESE,

(2) FEREERREEES L FENMMEEERNREICH T HIDERE (5
RAEEKRRILEVRE S L—F. L2ERE) OBVEE, ARRE
BRIDFRILE VFI. EREEILOFERELT,

(3) FEEEGROFEA, 20 ML L, 22 BLUTTHIEE.

(4) ECOG Performance status (PS) »0 THBEHE,

(5) XERZENGFE. TIRAT28 ALHNDERKZREEEN. LTOITE
-9 R,

@ Bk 3,000/mms3 Lk

@ m/MRE 10x10%mm3 Lk

@ AST (GOT) TEEXEEMELRD 2 EUT
@ ALT (GPT) MEEXEEMELRD 2 EUT
® mEFILF7F= 1.0mg/dl LA F
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®

@
®

Q9LF7F=ZHO)TFTI R 60mL/min LLE

(eGFR)
wEYILEY 1.5mg/dl LT
D-54<— 1.5ug/ml K

(6) ABRERFEAZEF (MPA, A FHRILIY) I2x LBBEDBREEDL
WEE,

(7) XEREmMBHR. BE8H128 BURNICT o DOERKREIZE L TERK
LtEEEGHIEEMENRO NG NESE,

(8) FBEBSMITOVWTHALHAZRIT-R., +HLGEEDL, EF
AANSXETRENELNI-EE,

RO E#E

@

UTOWINODEREITEET HEHEIHRE LGN,
(1) ABEBRERARA (MPA, A FRILTY) I LERDESE,

HBT7 O F—VRERILPTVESE,

(FLEET ¥ F— S A DBMEA H B/ FELU LD BEHEEES/
MEE/EEOFEERSE/C 3 vy D2, DHEE. ME
BREOMER. MEERICEEDEEDNDHLEERVZDOMD
EEERIMIE Z 4 VO LIREBABED 7 )L 3 — )LIEERE/BL K
. BKRENBZSNLITH. BEEFEOBHEEZTDOHDE

i

i

=)
BT F—P R, BRFEESEE I (IATEE. | 2BERFER
Ao

EERPE. FMAIR. ERECMEOHLESE,
RETRIRE., JIEURE. RBRE, WTEAERTEER
[FRIBHETEDEE.

PESRFE TR L TL D RTREMED H D IR A

BERE (A MRILEY) ORARIFETT7F A FRERICH
LBBEDBREEDH SEE.
MifEERE T HEETNDENESE,

(FMR 1 EMUADOESE/MIEE, DHEE, MieFHRASF
D MiEEREXIEEDBRERED H 5 EEBIRELE D BE/D
RFIRE. DEME. DREX. EEGQOTFEDODREDD
SEBEMDELE VR ERESNATNDESE) .
DHRHETEDMERLIM, RBHL, LEREDHLEE.
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Q EBEECHBEEOHIEE,
® B\HLYYLMEDES,

(2) BMHRELIIBHEREEHFLTHEY. AR~NOSMAEH & HIH
Sh3EHE,

(B) IV rO—)ILABO¥ERFEEE,

@ *RRILIVEELCET 74 FRERFABRELZIRA L TV S8R
REE (B - EHEE. EJ 7714 FRUSNORBRAEESI
A, ) o

(5) EEHDEHEEETIESE.

(6) ATOA FHIO#ENGEHIRE (RIRFIEF#HIRA) 22T TLD
BE,

(7) ZDfh, TAEHLNTEEEHIRLI-BE,

Sl B

FEFHEREB
SERERRLETFIS

BIRFHEE

(A3t DRIREHHER]

TEXRDEE. BEELEFHAME. 41 VR ViERKE - BMI RERS. 1R
R, 3R - BEATR

(ZE&MDBIRFMIEE]

BEERRAER S

RERTTIE

[MPA Bi¥h%% : A 3]

m E

o  BtAZE (MPA) F¥EIMFH (08 Day-1) OB, SIRMARET 5.
PMENAEBDOEBZARADHMIEA (Dayl) &£EEYT 5. 038 Day-1
DXMEIE. RAIE LTEREZR 14 BURNET 5,

« MPADARAE 1B 600mg & L. 368k (EfFHIER) FTRA
3%,

 MPA [RAFIEIEFHZEME LTEREZRE) D OHAZHS
3%,

IRBEEE L NRYIE

«  FBIHET 4 BEICHERBEREETI. 8 BEICKET2EEEMIC
FHFERNBEMEBZEHEITL. DRHEZITHE S,
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o MRHECFEREHETEROBDONARETIZTLES L ZRAMEL, H
ERERNEHSET MPA 5 ZRET 5. MIRHIE FRCHEITH, S
S5BEFET (+1:8) BT 5N, R ERFADHRHAE [EFEHE]
F4BLURICTSI2EET D,

c REWICCRMAGONEEFNZEREE L. B HDBRIZBITT S,

«  32BFFICCRMNFGONGWESIFEERE L TREHIEET S,

m EIH

o MRZEFLLLGUVVERIE. RAEBRETETARIY FO—ILZEETT
3% (6.11 Gt - rAKE S,

o ZFERFZEHEFIHLTFESLICHEIKREZHFTT S, = L—EHEARE
QY FA—LETOINEINEERS L DI TITS,

o FRHBLEGTHEIAFEAERETL. BEHBTOREEHIT,

[A kRIS Y 750mg B : B #]

m EIH

* MPAI[E, 1 H600mg % 36 &k (EfEHIER) FTEET 5,

o MPAITAREE (X bRILSY) LRBICRARIET %,

« MPA [RAFIEOEFHZEME LTERETRAE) DOHRZHS
¥ %,

BBREOKRE

o BERE (AMKRILIY) FEELAFE (08 Day-1) OFBH LKA
FIRd %, WEIMASEHDOEB ZAERHADEEA (Dayl) &EEET S
038 Day-1 MkFRIE. RAIE LTERER 14 BLURNET 5,

A FARILE DOWEIKZE (X 500mg (250mgX2, 73 2) &9 5,
ARARILE URE 4 BRORBHERIC, 6.7.3 EEEEITHLY,
750mg (250mgXx3. 7 3) ITBET B,

L. 6.7 BE - REEEICRL., @EYICEE. KEZTHRS, 1212
L. ®K&EE5=% 750mg &9 %,

LEBEMHETHIX. YDA MRV VIRBIZDHRT 5,

HBERE L NRYE

o FIHT4BEBIHERBBEEZITS . 8 BEICHEFT 2ERMEMIC
L5 FERNRMERZZRTL. DMRHEEZTES.
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o MRHECFEREHETEROBDONARETIZTLES L ZRAMEL, H
ERENEDIETMPAB LU A FRILE U OEBREZE#REGTT 5,

o PDRHERFEEHEITAL SBET (+1:8) ZHET HA%, 32 B
ROMRHE [BEREHE] F4BLURAIZITSI2E£ET 5,

c REWICCRMAGONEEFNZEREE L. B HDBRIZBITT S,

«  32BFFICCRMNFGONGWESIFEERE L TREHIEET S,

N

o | H 36 ERREFICEMBHENFONTIIEFITIE. MPA D5 £
TL. A MRILTOOHEEEHRET D,

« RAKIEE5E% 750mg & L. 6.7 BE-KEEEICRVETITHE. K
RETES,

o RZEFZLZLAGVEMI. FARRETETAREI Y FO—LZHET
3% (6.11 BFRZE - StARE ZER),

o FRFLEHIIH LTIIESLICHIREZHFAT 5, == L—EHREARE
OV FA—LETINE S NIRRT L DI TITS,

o FRFLEGIILIRSFIEARZTL. EHETOREEH ST,

[A F7RILS > 1500mg & : C &)

m E

* MPAI[E, 1 H600mg % 36 &k (EfFHIER) FTEET 5,

o MPAIZAREBRE (A rRILZY) LRIBICIRARET 5.

e MPA [RADENEFHZENE LTEAETZAEY VOHREHR
3%,

BRENERS

o JRERE (AbFKRILTYV) FHELAAB (08 Day-1) OEHMLARA
Ftad 5. MIEILASADEAZARHDHIER (Dayl) LEET 5.
0 iE Day-1 MERElE. FEAIE LTEER 4 BURET S,

o A RERILIUOMEEFESILS500mg (250mgX2, 7 2) ET B,

o A RARILZ UBHA4BEIZ, 6. 73 MEBEEE(CHL. 4584812 1500mg
T THET 5, E(d 500mg (250mgX2, % 2) —750mg (250mgX3.
4 3) —1500mg (250mgXx6. 4 3) &9 3,

o LIk, 6.7 WE - REESE(CHL, BYICHE. KEZETHS, =1
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L. XXIREE% 1500mg &£¥ %,
o EEERMETEE. HEDA MRV VIRAIEHRT 5,

FABER L SHREIFE

o FBIHL4BEIHERBABEEEZTS,

o SEBICHETL2EBEMICLZFENEMEBZEHEITL. DRHTE
TS5,

o MRHEFREMBTERVEIONRETICTLES ZLEFRAE L, H
ERENHDIETMPARUA AL D OBREEMET D,

o MR¥ETREMBTNS 5BET (+1:8) BT 5. 32 B
ROMBHTE (BRHE) F4BURNICITIZEET S,

« 32BEMITCRMAFONIEFZERE L. 5 HIORBRIBITT S,

«  32BEFIC CRMAFONGUVERISFERLE L TERPIEET D,

m E I

o | 8 36 BEXRERICEMRHENF ONIEHFTIE. MPA D5 EH
TL. A FRILEDOHEEEMRET .

¢« ®mAREE5E% 1500mg & L. 6.7 BE-REREECHVBEDITHE. K
- S R

o MHIRZEF/LLAGVEHIE, RALEBRTTETAEI Y FO—ILZEHKIT
35 (6.11 fHXE - StAKE S8,

o ZERFZEHEFIILTITESICHEKREZHFTT D, - L—EHBEARE
OV PA—LETINEINIEERE S L DHIETIT S,

o EFRFEMEHFITGEIRNSFEBELZTLD. EHFETORIKREDH ST,

T8 FIVEABRTEHIE P EECRVVERPIEE T D, REEROARIT

EBINARE
HE LA,
EiEERER | 1204 (KB 404)
AEREERIM BERREMRLME - 554 (201947 A 1H~2024%12A318)
SEBIEEXEART - 25F (2019%F 7 H 1 H~2021 %12 A31H)
RERIEEE 15 HEs%
MEEH RV RBROEMRICEELTIZES GCP, TALYUXEE ] (2013 £HET) I
GCP EOKREMERR., RUZOMOBEET SRFIEHIZHS,
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RBREEER

BBROREICEILL., REERKEOGREEZERE. NoBROME
B, HEPHRUVEFHRZAMEEET 5. KRBT, AREEZESDK
RERERICEET 5, AREEZEROEFRERN MEEDLTRRET
%1 TH-GEICIE., BEBRICE SV TERTEEX TEFRES.
RIZHAXEFEBEL-R. XBRERETS 5, . BREEZRER
FPa e 1 FITIRUEDEETRBRNEVICEESA TSNS
MEMEHICEET D,
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1 ,éﬁo):ﬂf-ﬂ

1.1. WREHR

HER DR 2 ERFROWCKAL « Bl « HERBORTRET A 72 Z A VOEITHE
. DREICEBT 2 FERERAESEITFELA ML T D, AARER M ABHERZ B SO+ EIK
-1V IO ERENE, 1994 42D 2,115 Bl 5 2015 4FI21% 10,119 FIZ B LT\ D, 40 A D
BERDL, T 109 Fl0 5 471l & EF L TR Y | AR IRIRAF S L E 2 i C O+ B R
EIMEIANIC B 5 L,

Body Mass Index (BMI) @ EF-IZ k- TREA RFEXED 2N AN %, Renehan &0 A # fif
Prickaud, FEEREIZ. Zno0RAO > HTHE B (BMI O L) &BE L7ZFEEAA
EEND?, BMIZS 25 DL DML, 25 Riili Dotk & e L CTHERRED U A 7 53 2-4 ffmn
S, Flo. BEIRFEEIL. IR EIEICS 598 ) 27 vEm <, FEAEORIEY 27 b 2
FEWEEINTWD Y SbiZ, F—ZX3ar bo—AWETIE, A AV U&EE - CRTHA R
=1+ Insulin-like Growth Factor Binding Protein-1  (IGFBP-1) DK F2RFEKEHIEY A7 TH
DI EDPIRENTND 3, A2 d, FEGEH i CTo 7 ) a—=7 8 - B To 7 v
T2V IALMREHEZR &) ZFHET L TV D, BIEOHEEICIZA XY L 7 F —= Insulin-
like growth factors-1  (IGF-1) L& ~7'%—%4r L, 1) Phosphoinositide 3-kinase/Akt (PI3K
PI3K/AKT) #%# - Mitogen-Activated Protein kinase (MAPK) &2 1EME(L, 2) IGFBP-1 D3
Bl Ml LT free IGF-1 2391925 Z &I K VMR Z R+ 2 7. S 612, A4 AU AL
PEDHERIZE b 722> THINT 5 IGF-1 - V7' F U3 S HICHIBHIE A T 5 8, 2o DM
Mo B - A A ARHUE  BERRIE T EREO Y X7 RFEEL LN TV,

T ERBEORNTS, ARG DR R & 725 40 5L T O EMET- 5 Ao « 75 PR SR
TUYEBESE DFEBNT . 2 FEMINHIEERE (Polycystic ovary syndrome : PCOS)  « B « 1 > A U U #HE
Pk - BEPRIP-CMTHERE R E 2 AT DBEN SN 2 ERHRE STV D 00, F£72, FEmEE
DFPHIT. FBICEDET LY DIHEECHEIRF R EAOHEIC L DT DIE S NEHE L S
Do ZDXIMREFINE, FEROA A Y ARGUE S R Y VIMAEDIRIRD . TRUGEIZ
ERTDEEXLNTVD,

T NIRRT X, B ORTEIRIE & B 2 DTV ST T, WA IRIET 5 2
EMZ, RERAY R4 T PR SVRIEEGRE & oW S AL L7ERI TIE. 40% LA L oDdE
BICHFERENMFELIZERESNTVD Y, 5 AR GE IR TRRE DR EZH T2 2
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ERmMMEBRSERNIEE OG0 2% < | RIEO 72 W im RN & R C X9 i iToin T
W5,

1.2. BRERFREICEITHRELR

FE R OIEERIRI T FINRIE CTH D2, EAMERFZ BRE LTIT O 7 a7 AF U,
H A NRHES S 2O BRI A 74 0 Tlik, #5771 —RKC TEEINTWD, 7272
L. IRARROBEINE, 7B ARBABEIEE, KO EEREO 5 basERSRP R TS iR
B MRI A7 & CHBIRBEOREW R 2N EZFT S, CT TU R HilsBOERERE D 5o
720N IA BIFE S ICRRE STV 5 12

TP AF ARG X DIRAHRIEIL, A X RRITIC X D & BRRILT BRI 76% - 15 NI RA
HREIE 86% CHuiZAYmVY (R 1) BY¥, Fu AT UEEIT, MRS LEN R T D EER
MEZEZOND LR TEIN, —BFILIBOBFBREREN ENMBEE > TN D,
AZRTIZ L D &, T ar AF RRIETIHAR LTZIERI D 5 b1 5= NIERAREIRED 26%., F
KD A%ICHBE LR D, HRHIT 1-83FETRD, BRECOPRMEIT 2400 4-72001)
EHE S, BRHIEMR AR C& DIERIEE L7 45%I2 T E 700 B ORETITh - Ll
L[S 2 FHRBROW®E Tl FEMARED 57%, F= NIRERETEIED 38% A B L, B ET
OWIH T RAEDS 34.6 7 A & S, K 3FDORBBILE THRALAIIZ 16 B (73%) 723 FEfidlxrz 5 1T
Tn5 15,

FAEE T D FEHIRFIRERIL. PEBIOWMENL L, T T AT ORGSR G- B3
LT, RIS L, DOETEIRTE 23ANL, MPA (E A2 H®) DA TH D,
MPA D583, #HEIT LD 200-600mg/ H L g2 B 525 (2 2). DAETIE, LhasedkFEwim
ZRBROFE RS 600mg/ H S —iRAI & 72> T\ 5, NRHIEIE, HE% 6000 TITH 220 %
WS, 9-12 W H ORBIFBEG TET LB %<, 6 02 THREHAEA (CR) ITELLRWLEATY,
MBI R 238 55 E1id, HEHBOLERNEE SN D,
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1
2
3
. £1 FurRFUERVEERRIERE (L2 —RUSKAIOHE)
6 | WIEBISL | Z3bil(%) | FE3eb(%) | HEARHI(%)
’ TERE
9 Gallos, et al. (2012) 13 Meta-analysis 408 301 (76.2) 89 (40.6) 75 (28)
I Gunderson, et al. (2012) Systematic 281 209 (74.6) | 74(35.4) | 89 (34.8)
review
o Ushijima, et al. (2012) 15 Phase 2 22 14(636) | 8(57.0)
14 B P SR AT
12 Gallos, et al. (2012) 12 Meta-analysis | 151 127 (85.6) | 27 (26) 31 (26.3)
17 Gunderson, etal, (2012)1¢ | SyStematic 111 95 (86) 22(231) | 28 (41)
18 review
;g Ushijima, et al. (2007) 15 Phase 2 17 16 (94.1) 6 (37.5)
21
- % 2 bAEICHE A FERBEIZHT S MPA itk
24 e | PR sng | seanon) | M)
25 (mg/day)
26 Kaku, et al (2001) 12 200-600 | 2-14M 9(75) 2(22)
;; Ota, et al (2005)7 12 600 3-12M 5(42) 2(40)
29 Niwa, et al (2005)8 12 400-600 | 6-10M 12(100) 8(67)
g? Yahata, et al (2006)™° 8 600 314M | 7(89) 7(100)
32 Minaguchi, et al (2007)2 19 400-600 | 2-8M 15(79) 5(33)
gj Ushijima, et al (2007)15 22 600 26W 14(64) 8(57)
35 Yamazawa, et al (2007)% 9 400 6M 7(78) 2(25)
g? Fujiwara, et al (2012)?2 59 400-600 | 4-6M 42(71) 22(52)
38
39
40 1.3. REBREIZDOINT
41
g A RAL R, BTl - B CA R Y PR SEIC L Y b - A A ) METRIER A
44 T D PEPRIFIAHEER T, FERPO TR LERDTND B, /EFETFIEII b KU 7RSO
45
46 Ml B, A R URFERT a o —BIEEORETH 24, Glucose transporter type 4 (GLUT4  k
47
48 T UAR—H—)  OHIIAE~OBEI ORI D, Ml ZFRE LIRS 7 ) a
49
50 — 7 AR ORI 2, AMP JEYE (LT 0T A =B (AMPK)DIEMEL 27 EE 2 ST
51
52 %, FEREBE~OIRAZOTHER T, AMPK OIEMEAL2 A X4, invivo TH 2R R
53
54 ncTunsg,
55
56 2005 4FIZ Evans B3, A MRV UIRAIF OBERIGEE X, IR I HE LR D F8 DD 70
57
58 WEHE L TR B, BIUEETEHOar— MR, F—RAar ha— U8 TA AL I O
59
60 Fe9E T PR R S et S T,
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A NARN R AE, FUHE - R - BISLE - IRHUE - FERE R L ORIk 2 Vs in
vitro DERTH . AMPK OiEME(L 2/ L7~ Mammalian Target of Rapamycin - (mTOR) ~ ® 41l
2. MAPK D4 241 L 7= cyclin D1 OFEBUE T « p27 FEELHIIN - pRB 40 2388, Gl sk 5
ARRRHEEE A 3 5 & AR S ALz 2090, BRRAVICIE, BEIRIREE TA AL UARAE IR, FEIR
A L U, SR OWRHEFIIEO TR I’E N E OWMERH Y | LS AKI L OOFRABG S M
FFENTND 3, 7o, A MRAVIUVRMICE D RIBRY =7 OFRERIHI Sz OWmE S H
=R

70, FEEBREOMHRNC, WRBIGEED A MBI V25 L E 25, ik Tl
oD Kie7 DFEBLOIX TR MAPK,  mTOR O#IHIA3FED B, invivo TOMED R S 417z
2, A BRI UIRATORERIEEE T, FERAFICHR L FEREOREL DR, PROE
UL OEFRES SN B, FEEREORE, FETHICHEIIIEESNS,

F7o. DHETITRBGEIC X720, N TrX PCOS JERI O HEINFHER DO FH—BR & 72 > T D
FHITH D 34, PCOS L, I « A AU ARFUEZ A L, AELSMIHEIRIE « FE RO Y 2
7 ERDIREETH D, A MRAI K DA R Y VHPUESRED, PEIIRO B & [RIFE TR
OB A D T RAIC 22 B ATREMEN B 2 LD, ATRBRO X RHE 1L PCOS FEF H %<, A hv
S NCHEINA R RCIR R OB R b I SN D,

A RARNLI Y (A R agE 250mg, 7'V 2T 8 250mg)  OLRBRE I ITBERIB O AT, A b
7V agE 250mg 1K 2250mg/ H E THERREINTWD, —FH, RIBBRCTHEHATZ2 7V a7 U6
250mg 1%, 750mg/H F TR SN TS, F7o, A MR I IREBREISINE DS HEINGE R A & L
THEREH STV 5,

1.4. RBREORFERICHT HABRMR - HERAEE

TRBRFREEEAT H 13, MPAICE 7T J A NRIERFIBRE THD A M I 20 - fikfe L7z
i & a5 (5 1 FEERER) % 2008 4F 7 A ~2014 4F 12 A 2% 0E L7~ (UMIN 000002210) %, &
PSR AEIE 17 (5], = 98 19 Bi12%t L. MPA % 400mg/ H % 6-9 s H #% 5 L 7=, JRERFAY5E
427279 (pathological Complete Response: pCR) # #4281k (Fifif) L EF L., pCR Z MR L71- 9 %
T MPA TR Z /T LTz, A AL U OFH I 750mg/ H 2> 5 B%4 L, 750mg (1 % A ) =1500mg

(1 » AM) =2250mg & T & LHKREHERE, A BARL X USRS HERR S5 £ T MPA T4
TR OIS LTs GlERRIRIESD)
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TR 6 A RITMEM R LS L UMMEM EEESR LV TR b — 2170, BFER
BN Z L AR LR 3P A LT, ERFEOENGEAITARa Y e — L&k Lz, +5EN
R FRIBEGEIE 17 (5, = AR 19 BIAVEER S v, TR A#E T L7z 36 Bl 29 5 (81%) 23T fig
L7c, RMELTC 29 Bilod 5 LFg3EIE 3 4 (10%) (287 (BIZIM oo i 38 700 (9 -66 7>
A))o MBIURNC A D &, EWNREAEE L 17 F4 16 FIRfR L FRITR0 T, el
19 fvh 13 BITEAR, 3 BIFFIE L T\ %, THERZEFHITEMEE THiAT L 72 MPA BUlRIEZ & A
FUBnvay br— e LTHBEL ARBICHERMET LTV, A ML O - fikfkeic
D TERBRALARE & LR L CA R Y UIRPIME A A RIS SGE Lo, B8k 36 5] gradel-2 @ T A
4 5] 11%, grade 1-2 DL % 6 ] 17%, grade 1 OFFEEER & 36 (8%) ZiBsH7=, grade 3 LL
FoFEFEFLOMBIEIL LHIHRDIR 5T, MPA IRAIFIIREEMAZTRO 5 2 LRV,
RARLI OFRIZ L Y . grade 1 LA EOREIENNIZFRD 72 0o 72,

M E R RE TR - A R Y ARBEA A L, PCOS 2 52T 52 &b cd
A RFNVI TR o T AN LB 2 B,

BEROBMEBES

1. BBROBEMEES

ARIBBRT, IR AT 2 A 2T 5 15 NI ARIARIE ) OY 1A 1B 98 1%k L. MPAIZ A |k
B BT DHHEIRIRETOA MRV OB AEELRFT 22 TAMET 5,
MPA (2 A FasL R v &G T DIBRIEOANEE . 3FEMERAEFEIGIC L VIHMET 5, Aotk
Mz, A MRV O ORZ LA A EFGRAERG TIME L, FEAEICT 25K b
MEZRET D,

ARIBFRIZE D A RAV I Ot HENH G0 . BRI HROBRKRAA HEN RIS
UL, K0 AR O S SV D, IEVEIRAFRE ORI ARE O SeE L, R e 78
HIEBREICE o TOREKT ¢y MIFEFITREV, TERBICHT D A MR 2 OIRBRITHESI
D ZHVE CICERAIN 72 < . RGBS MHFUTRTFI 2 A X7 P REW, 612, &
Tl b NE T 2 DB ENZ W T, EANEIRAFRIE O T2 RIBRIE ML 2 2 &3, +hi)
REENHDLEEZD,
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[E RO ERH]

TRBRTREL AN 23 S5 U 7255 1 FRERIARERER Tl A FaRL X U HFIRIE IR RIBIRIETH 5
T AT PR & R LA BN R A ST, A RV O RITR K 2250mg E THF
BINTD, AEFRICTEVEE LIER S AFE L7272, 1500mg LA T Tl 23] & Rk
Sz, LaL., 750mg & 1500mg THIWEIZER DB 20T 5T < | ) 7e &I AH
TH D,

PLEX D RIS TIX, RBERICKT 2 A MRV I ot A& RET 5 2 &K E
KbEFRDH D HBE M LT,

22. KBBSMIZLYFEIhLHFE

AR R, BB - A AU ARBUE - THFERESR W 2 LIEIRIN O U 2 7 D3 ERBIZ RS
L. BERIGO FRENRD G SN TN D, Eiz, A MR I UL, PCOS IZH1T HHEINFE TR
DREH SN TERY | HIRRUGENRPHIGFTE D, /o, A PRI UHFHICE Y MPA BB D
REIMA I TE D Rt 5 5,

RSN OB A R AL I ATEE TR S D, A MRV I U ZBRERE LS
DRRET. TRTEEORBREVCHBICLVAHIND, BEPRBRIZSINT 22 L THL
A% Rl e ) EORIZEIE, TRERSINC X 2 AHERE LIS 1T 20,

2.3. KBBSEMIZLYFPEINLT-FE

A LRI R BIERDNVDIROERAITZAN . TR« D722 & DOTHALERIER D1ED FAUZHIE
T R=v AR EERBEWVEHOBRER S H, A AL VIRAICK 2 FEFZORAEDN, 155K
ZBMLTELD I RY - FRETH D,
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3. KABRTRHWLEE - 5
3.1. WL E

SR EIE FIGO ERESETHIZ0%E (2008 4F) % 5,

3.2. ZhR¥E

r10.1. HRARETY FRSA D FDERIEFIRRE T 2,

(1) CR:JRHLFEAYIC 75 N RAEIESE - FEINEOHKRERD Y6, RENHEEL, FEA
A REE TR S BRI C & 7, M2 2 & B 2 WIGEIXERRIIC CR LHIET 5,)

(2) PR : FEWNEEABEAE - FE AT L TWD 03, TRIRICHE D TG D ZEMED 5 D
biv, MEOMEECZEZ: ERNVE RPN & D56, HIE R B BRRE OF%FED PR &
g2, BILD 720 B NI FEE O F/EIX PR &5,

(3) SD : [FE DB e EARNE CBRZFRD T, BRI D EIGIRE DS 2 2035
RWH D,

(4) PD: isrfbie &, EMEO EANRD bNGE. HERE - EB L% 56, i, B
IR DAY P RIUIEFENE C ., 0l oI @ o W RN e &l S T BEMEE O B
e[ TABrANAN

3.3. AEFERFM
HEFSLFAMICIL. NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.0 H AGE?

JCOG/SCO iz v 5%,

3.4. Performance Status (PS)

PS X ECOG DR %,

0 : &< AR IEEITE %, FETE R U H ARG IR <175,

1: AEEICE LWEENIHIR S 525, BITARET, BAEEE > TOMERITITH) Z LT
5o Bl c BEOFE, T

2 : ATAMECTH P OF OB O Z 13T~ THREZAEEILTE 20, Ao 50%2L Lid~y
Rk Tt 2,
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3:BOENI-HSDOEDREIY D L L TERY, HHD50%LL EE Xy RO+l 4,
4 ALENTR, BHODOHDEY OZ LITEL TERY, 5ERICy R+ Tl =7,

3.5. FENEMERE

2 N OMERELRFIZE G 5 FE A GURRIEHT, Wolfilikmd, vLr7 ey 7 2 Hn
T SMZ . D) TRV T, AR IR £ I3 TREMELL LO%E . 4 LI
Ky oA, 1L LT, MEET ORI =Ei2 AV TCNIRRESSET 6 h b,

4. NERBE

4.1. BINEHEE
(1) SCERBEBIEAT 248 (168 H) 2> HEEATE TITATo 2 T ENBRA ISV T, Mk
BRI AE § L < (E& o b REPNEE O E 2Bt b TV D B3 T, R T
DO F B NI EHREICHTIC X 0 toOMBEE NG E SN TWDBHE LT 5, FEIREEGIX
CEFBRGA 8 (56 A) 75 XERATE TITITo72 CT - MRI - B EF EMRA CHfERE -
VR - SRR A iR A VR,

() FENBERAEAEE b U < 1m0 W REN IO (2 BRI (B B AR L E R
. I =T ARFRE) ORWERE, ARREARORLE S AR EE LM X
Al

() FEBUSIFOEMMN, 20 Ll £, 42 LA FTh 5B,

(4) Performance status (PS) 1L ECOG DAEHET 0 Th 5 A,

(5) SCERERFSG%, BEkaT 28 HUNORRREED, LLTFOT X TE 4B,

O Ak 3,000/mm? LA |

@ if/ERER 10 X 10%/mm3 L4

@ AST (GOT) fi i FEEGE_EFR D 2 fELAF
@ ALT (GPT) fi i FEEGE_EFR D 2 fELAF
® mEr7Lv7rF=r 1.0mg/dl LLF

® 7vrF=r27UT7F% (eGFR ) 60mL/min L L
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@ #Wwrurer 1.5mg/dl LR
D-#A ~— 1.5ug/ml LAF

(6) AipBrfEREA] (MPA, A FA/L I V) 1% LIBBUE OREEE D72 B,

(7) SCERFEIGH, BT 28 B LN O LERBEA IS TR LR & 722 2 BT R AGED
B WERE,

(8) ARSI HOWT iz 7, ToRBFo B BEARND L ICGE TRBEN
Y AWl T

(FRERHL]

(D)~ () : RIBROFAMX SR A WG 5 7200, IEZRMRIRAFRIENEHIG & 72 D55 L LT,
B~(7) : HREOREMEZE L CRIE LT,

(8) : ~IL T X EH F Ofi PR LRI K& ONESE 5 0 BRI R D FEf FL4E (GCP) 45T L Tinra =
Mg D72 DORRE LT,

4.2. BROVEE
(1) AIRBRMEHZEA] (X FaL >, MPA) ICxF LESR OB,
O  HEET Y F—YREREI LT WERE,
(FLEET ¥ R — v A DREEMN & 2 /5B DL o> B RE 5 BT B 5 B O ITHERERT
Flvay 7, DR, DHEZE, HERFOMER, MERICEEOREDH L E
FH K O O OARER SR MAE 2 FEOOT VR TBAREE D 77 /L 51— /AR EE K ik
WA RSN D TR, RO T IBIEEOH 25 HE)

@  EES b A BERIRVEREE 72 I IR E, RURE RN A

@  HEERYYE. FIiR. BEERIMEOH 5B,

@  CREARIREE, HUARCIRAE, =IRIRRE, BT EIARERE AR E L ITRIB I RE A~ RO B,

®  HEREETIFEEIR LT D RTREMED & B A,

® BRI (X FAAIY) OFRSUTE ST A RREAN K LIREUEOBEEE D B 5
BE,

@ MmRELZEZTRBEROREWESE,

(F1% 1 EF LI O BHEMGEEZE, (OFHEZE, MARFRIRAR % O AR PER BT D
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WEAEIRE O & 2 BF [ENRIEALAE O BF LOIBIRIE . DB, LB, EERLAR
LOLDRBD B 5 BHEIRLVE U FI RS S TWDBE)
®  DWrRHE ORI, RE I, HLEREDH DB,
© EERITEEDOH D EHE,
VT AE O B,
(2) FEHIE E T ITRER 2 A OF L TR Y | TR~ OSIMHNHE EE & Hllr S b B,
() = hu— L AREOFERFEBEE,
(@) ARV IEEGLETT T A FRERFIGHEELZIRA L T 2RPEEE (A% - HBR
B, B 7 A FRUSAOAARIGHFIEGNEL T, ) .
(65) {HEMEDEHER AT DB,
(6) AT mA FRIOMKBHIZREEEE (NRETIZFFIRN) % 5 T TV 5 EE,
(7) Zofth, FIRESREE & W LB,

(ERERHL]
(1) : FEHN DA LEEZEIHIRE OBV 2 R T DT OITRIE L,
(2)~(7) : RO E L 52D EBEZXONDTCORE LT,

5. EREDRE

5.1. AEXERUVEDHM0OE5ASE DR U ZET

TBREEEMI, YA SIERSINDFE 2155 12O 2 [RIESCE K O O ORI 3L
Fa IR Y P H R RILTEKT 5, £/2, REXELR VT OMOBIAEZULGETT 5050
b5 EROIGEIT. DL EUETT D,

TBBREEEMI, TEROUTEGET SN RIESCE RO OMOBIASCE 2 inREFEAZE BRI
L. ZOAKRBERD,

52. AEWMBOEIRE X
1) FEBEOEHE
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)
3
. VR A S TR AR AT, 73 S0 OV OO B 8 A R 1 T L
° 53, WREICHT SBBEE (o5 TN HARB (T, . BEREA
: . BRI bR (R eI 21T O . BIRE DTEBR O & B < B L 72 2 &
I EHER LT LT BT (%7 ) —=27) BB ERTHETIC, B HERICIES
o WSO & B B A BT 5.
. 2) RAEBE~OEALERUBIXEOLN
o SR DIEITIE LTI, BUH%AT o 7 W BEAEEE A S AR 40 IR 03 G S U
o L. BALEAMERAT D, EREGAERICEL L, MELEAMERATS, &
20 B, BRBHESHRORRIET =B AT, SRR HE b RAKAIULEL L
2 WL A ERAT B, WEEE%, A CEROREEDE L& R st
24 2.
”
2 B ST
2 VARSI PR T S U BRI AT 1. WA O R B L8 2 e e e 1 .
; AT BRI IR (AR A RBRICRKE L BT 2 0 DD T OB R Z R L
ﬁ T 5, FECEROZOMOBICEZUET LIBA . PRS0 L CdET S FE
g SCE RO OO CEZ O TSD T L, JRBRA~OB RISV CUETRE S
7 BT 5.
o 53. WREICHT HHABE
» BB E TSR 5 BT, Bl F O TR A 5.
- 1) HIEBRATIE A D b
2 2) WBROBEK
e 3)  VABRTHLIEN L AB AR O K4 | Wi J O s
o 1) B KL (AR BBRINE . BIRE ORFULER 0% S5 RIS RN bR R 2 &17)
. 5)  THA XD BRI RO QSRS R
3 6) WA\ KIT B OIS DA I O OB LT T S 5 EEAFRS R O
o i
% 7)) BESRE OIRBRA~ DS INT E W
g 8) TRR~OBIMIHHREDOHMERIZL D DO THY | HBREIXIEBA~D SN % FERHE S 1T

WalT5ZENTEDHZ L, T, HE - N L > TEBRE N AR BN 22T 5 2 L
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BRI L2 WIGREIZ ) T &R A KD Z &iFRnZ &

oy — EAEEE  RREEZES KOG RPERIR L FER BT TE 5 2 &,

ZOBR, WREOWEIIREIND Z L, £, ABEXECHERENELT DL LICE-T

MELZROTZ it bdl b

BROERD AR EINIGETH->TH, HREOWEIIMREINDLZ &

WRE DSIRBR S ORE OHERINCE L C & BITEHANE LW TR R I B3 5 Rtk

ENECTELEITRS T RE IEK L & DT EREEOHERE D

TRBRIC BT 2 e A 5 A L 7B 8 IR E 31T D 2 & O T & Dl R ORI

BRICSINT 5 T EOWHRE

BB~ DB OREFENZ OV THERE OF RIS B % 5 2 5 /RO H D IERIEFONTSE
IR E I D 2 &

BEBRA~DSNN % W 1L S 5355 O 54 T H

WERE P BEAAET 2 LER S H5EITEEONE

WA BN DN D AT ZEONE GOV EDIR Y Pib )

BERAE DT D & I

BHIBBROBE R F IOV THAERRZIT O IMREEZBESOME, SIEREAZEXITBY
THEFRHELT O FEHZ OMAHIERIR D IEREEZ BRI T 2 FH

6. BERDFE

1. BBOTHA Y

RIGBRIIZ iR dEF, 3 ER, A—7 . JUo X MuliEEABRTH 5,

CABRTH A2 DR ERML]

KIGBROT YA 3, A MRV I & 3EMTHB T DA —7 VB e Lz, A —7 il
ELZEHIE, WBREREICL VAU LIAEFEFRIS LEURHEEZH LD LN TEL X
INCTHHTH S,

AIEBRO KRG & 7 DITZPEIR AT 0 FAE D F SR
B BIRINTIEGIZ Y 7 b— b 572, RED O RBRE
ELTEBT DL E LT,

VXA 500 BIFREECTH D Z &
B e L, ikt [E iR ER
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KRB E KT HME— DOEHEIRFEIE L LT, MPA VAR IN TS, MPA O 53 M hi %
Tl DN, A RTA 6 HOERED—ET, TO% 1HFE TOMLE TR
ENTNWD, ZTOH, RIGBRIZEIT 5 MPA &5 8IRI1X 328 (K82 H) & L7,

A MRV UORER, 750mg (RHE) &ON1,500mg (B E) CE Lz, BRERLL,
WO Th D, RIGBRIZIESL > THEME L7z Biak 5 1| FERRIFZEICB N T, A ARV v
BehG-54 2,250mg £ THHE L7 & ZAFEFRICI D HELRER S SHEGSFELTZ D
EMD, BRMEEBE L TRIBRIZE T 2R KRS 1,500mg & L7z, F7=, 750mg EHi#5-
BREDABMEICBET 57 — #1372 <, RIBBRICEB W TR 2728 750mg e 58L& 5% E L 7=,

6.2. BRBODT7OLSA4Y

BRFERS WM (3~554M)
2o)—=vumm | S8 |
(28H L) I 10 [MPasE M) e I (835 500)
(AR ~36ME) nie (3634 B ~ AR T8
Al -
- (MM‘) MPA 600me !' RRccf -8 I
0% WA b
X 7]
I‘: ?L & BE AFRIVELS00me—>750mg AHRILET50mg i 1
- /) = l ug
s |= | | AeRRs (aBBIAE) Ll AMaurO—n
&l £ n 750mg) -
£ 2 fi RN i
g 2 12048 408
[ 2ALA —> ,ff o, | AFAAEL500mg3750my-> 1500mg AL 1500mg
: ; | (FRARAE (AHGI-HE) ABavMA—L
1500mg)
MPA 600mg
JEWRE b
- XIS

& L.
< >

shBAEGoMNALIERReNBE)IC
FHBHETO. BROEREER

6.3. BIREMEREN & ABRRERM

H A B 55 - 120 1 (481 40 151])
TRBR I AR 0 554 (201947 A 1 H-20244-12 A 31 H)
JEFIEGRIAR . 254 (20194F7 H 1 H-2021 412 A 31 H)
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HREEEFIE L, 111.2. BRREMRE BRTERIL 2501,

6.4. MEEXEHREVEHIBE - FHE

MR R OVEBIERGRIE, THER B BIAbE BRABRE 7 — 2 v 3 VA v hEITB
B IS & D, MR EERANE T LT MR DIEBI RS FTHE & 72 5, MERESRIT FAX,
JEGI % GkIT Web 12k 0 . LT OFIETIT )

6.4.1. MEEEREEF
1) HBNta OIRRELIEMIL, Ytk OIRRBEERBE LSS COARBNELNT-%., 1GRE
BEREBSFORGRIBMEDE U K OGRS SRR £ 4 s 8 &k o & —I2 FAX 12XV %A

2) JiRkEEkt v F — TR ARG ATV, MR Rk ST T IE R E A IR AL E ST D,

FELICIA Trial figk 6 dkt o & — (THERFEFHBMERPE  EEARRERE DM =)
ZfF FAX F 5 1 043-222-1207
& EREE 7 : 043-222-1206
MZATIRERIIE A~ 9:00~17:00 (1H., #LH. FREHZRS, )
SATHRFRIAMNC FAX Z25%2A5 L7cHaid, BB@A 0=t L35,

6.4.2. FEGIEEE - BT

1) SCEFBERS  BBREEEM £ 28R HEMm, EAERERIEZ R ET 5N
JRSRIIIAE « R BRFE IS L, AIRBROMRE LTEY T2 TEEN D 2551
LEICLDFEEZRGT D,

2) ERVEORERS  IRBREEEM IR HEEML, BE P LFREZRG LR, B
RIDA T ) —=0 TEARITT 5, BRULBIZEEL TWD 2 & R ORS LTI H
LRV ERS T %,

3) Bk - BN IR E 73RBS R B DB P E A T T L
BROMEFEDO DT IITHREY LW 2 L 28 L7 ITRBREEE AN E 721388y IR,
165 1B 1T TREO Web A MZT 7 & R L JERPRRER DR — T B R TFRE AT L,
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SEBPRER AT 9 o FEMIBRIERR T 2 WRFIERI RIS~ = 2 T V2B RT 5, 728,
FEBPEERIX B HUG% 28 HLANITAT 9, JEBPBREICMLERITERE A%, EF 21T,
FSHE R, SEBPER SR Web I IC R S35, IRBREEER E 72130688 =, F
MRERITHENT 1 b 3 W ER 2 BT 2,
—ERGR SN BEITBEIVIEL (5T = _X—=AnLHH) IR IRy, B
DEEE. W 556 b PIROREER CBRiRED) - B2 RMT 2, IBREEE
Al S 72 1 3TRBR HE R AR TRk« BADRERDS I L 72 BRI E G B e o & —
(ZEHET D,
STRBREHTER SULIABR o HERI L, BBRE OBEk - BN 72 S D £ TIRBRIEZ L) -
BH LTI bR,

FELICIA Trial JiE 5% &% Web -+ ~ (DATATRAK ONE)
URL : https://secure.datatrak.net
&G 5 043-222-1206
XL HOLZET 365 H, 24 FFHIZZ AT ATEE (BRSTFARRSEIC K D v AT MM IRRFH Z2FR<, )

6.4.3. BlftRBRAF

BT IR 7, AR (e NIRSERAEEE . R A8) . BMI (25 BLk. 25 Aw) . AR
whe BEdE, RIF) &35, MRBRARUIIA MR THIETT %,

¥, IBBEEA~OEIT T, BRI &35,

6.4.4. EERHIDhRFES

PN, BIERIER T 2 PIEEICRE VI TS 5, PRI DX 8 & 72 HIEAITL,
MPA IR (55 | Biooxkeie, 81, 168, 243, 323) . HRM DI B ENE S 75
PR DA, KO 1 10 120 8 (3 FMHRAEAFHERRNE) (BRI L 7oA (in A D L
IFARRAEA) Th D, 514 ek, 818, 1618, 2418, 32) OIFEAITFEMHERICE
& O TRBRAEFB R ~EMHT 5,

PR ELZBRITERIL SN 3L DM L ZBIC L VR S, FZENAA—F vy LA 7
A RICEVERZ L E2— L THRRHEZHE s 5,

Fh IR O E & IR A —EDGE . TRed L 2 ISk d 2,

I

N
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(1) FHURBLZW T, FE IR EIIEGEE 3o K OVE 2 (b B NS LA O AHAT 0 3 & | AT
MBI D,
(2) MRERLE, SR ERS RIS IE D IRIT S D,

6.5. EFINLH o F-HERFDEY K

FIE RS, Rk & O OB B TR TDR Do TR AT, Bk S e Tk
B L0 WROESNCITED R, 2L, A7 V== Z7HHN THOTHRAEZ AT
%o IGBRRIEEMDUIIERTHEEANL, A% PBE ICARIBRAOBBRN AT TH L 52l
D

6.6. BERT 21— ILRUBRER - B#EHE
(A bR UERER AR (MPADH) ]

> B

51 W oTh Ik

e I (MPA) 13WIEILG H (0 Day-1) OFHGRABAT D, FIEKLST H O
HZ BRI OBEE (Dayl) & EFd 5, 08 Day-1 OKpeid, FAIE L TORE 14
ALINET %,
® MPA DOfRA&IZ 1 A 600mg & L. 36 FKpiRs (GEfRflEH) £ TRAT 5,
® MPARMTIZMAE TR ZHE LCTRAET AE Y O HE7FRT 5,
P22 & ) FHE

® 5| T 4EMICHRBERBIR AT O, 8 MEICHREE T RERICHTIC L 5 15 NI
BERAT L., SRHEETR D,

® ARNIE IR AT MBI O K E TITAT72 9 2 & & L, KRBT O i 2
ZIRNWELT 5, HEMENHS £ T MPA OB G2k 5, 32 BEER OB HE
[FEAREIE] 1 X 4BLINITATS 28 8T 5,

® 32 MKFIZ CR MG DIVIIER 2T L L, 25 I I OIBRIRICHATT 2,

® 32 HAFFIZ CR WL RVERNIFEREfiE - L IR IEE 35,
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> 5
5 1 OB
® IEIRAMELZRVERNIL, JRRNERTE TETHR =2 he— A2 fifTd 5 (6.11. $fA
- tR\E M),
o FIRAEEGNK L UIEBICHRZF AT+ 2, 22 L—EHMARa be—1%
1797 E 9 sk Z & OHIWrT1T 9
® REAGERT/R D N AR ZITV, B TOMERZ O S,

(A RRILZ D 750mg 2 : B 8 (MPA+ £ k7RJL S > 750mg/day) ]

> B

5 o TEEE

® MPA [, 1 H 600mg % 36 ke (FfEflE ) £ TH&E5T %,
1REREE (A RV YY) ERIRRICIRAIBAMET 5,

® MPA RMIZIE T2 BHIE L TEHAET A Ot ZHAET 5,

® MPA X

BB O
® JRBEK (X haAL ) (IMIEILTH (03 Day-1) OFENSARABRLET 5, IR
FHOERZEREYOBIGH (Dayl) & EFKT 5. 01 Day-1 OXBeix, JFHIE LT

Wtk 14 HLINE T 5,

® X AR/ roOWEE1E500mg (250mgX2, 43 2) LT 5,

® X LU UBtA 4 EORBEIZE%KIC, 6.7.3. MEEEITHE, 750mg (250mgX3,
53 3) [CHET D,

® Ltk 6.7. WE - KREEE TV WUNIE., REZTRH, 272 L, ARG EE
750mg &9 %,

o AMEEIEHMEITHHE., Y HDRA AL I VRAIETET 2,

FH B B ps 1 HiRAH & 1 AR &= 1 H DR AEEK
1 By 500mg 250mg 2 [A]
2 B 750mg 250mg 3 [H]
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eI B ZE & 2 R E

A

° | 311 4 8 f (S ARPORBIZE 21T 5, 8 AT N2 EICIT 1 X 2 5 PIIESHE R

BERATL. RHEEITR D,

®  NEUHIEITRIEMT TR AIml DA E TI T2 9 Z & & L, BUERBEOFF A % i@
ZIRNELT L, HEBENHES ETMPA L X RV O E{kET 5, 32 #kF
ROMFAE [BRAEE] 1Z4BURNIATO 2L 8T 2,

® 32 MIFIZ CR MG DIVIIERIZTLME L L. & I HIOWBRICBITT %,

® 32 JARFIZ CR MG B VR VERNIFIEEfiF L L CiElrF L &5,

O
..[

> I
51 B oG
® 5 | M 36 JERBERE I FLAFHIE 235 DAVIZSER] TIL, MPA D52 T L, A MR
v DI G-k T D,
® IR R¥XGEA 750mg & L., 6.7. BE-KEEE IO ETNEE, KEEITR D,
® ITIRAZAL LARVWIESNL, ARG TE THRKR = br— L2179 % (6.11. #FA
E-tRRE M),
L IRAEREFN KT L TiX R ZFF Al 95, el L—EMMAR = fe—L %
I NE D DNTHERE Z & OHIWITIT S
o RIMEERIL/L D N AIEBRE ATV, B TOERZ O S,

-}

(A b7RJLE > 1500mg 8 : C 8 (MPA+ 4 k7RJL S > 1500mg/day) ]
> B

501 OIERE

® MPA L, 1 H 600mg % 36 HE kPiky (FEAFEIEH) £THRET 5,
® MPA [ZIBBRIK (X ML L) EIRIFHCIRABLET 5,
® MPARMATIZMETHiZBME LTRAET A Y ol 2#AT 5,

BRI OG-
® IRHEE (A b)) 13RI H (03 Day-1) D HDBARMBALET S, HIELL
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A OFERA 2R oG H (Dayl) & EFKT 5, 01 Day-1 Dkpeid, JFHIE LT
§1% 14 LN E T2,

® X AL U oE#EE T 500mg (250mgX2, 43 2) L35,

® X AR UBHLA 4 H%IZ, 6.7.3. EBEBEEE IO, 4 HEIC 1500mg E T 5,
HAERIE 500mg (250mgX2, 43 2) —750mg (250mgX3, 43 3) —1500mg (250mgXx6. %7
3) L5,

o Uit 6.7. WE - KREEE IV, WUNCEE, KREZITRO, L, RAEG &S
1500mg &9 %,

o AmEICIMITIIE, ¥ HDA MR I VIRAITHETT 5,

B B 1 AR = 1 [BIAR = 1 HOARAEE
1 BB 500mg 250mg 28]
2 BRp 750mg 250mg 3[H
3 Bl 1500mg 500mg 3 [H]

eI B 2L & 2D ARt E

® | HIT 4 REITHCRBBIEE AT O, 8 M ITHREE TR I X 5 = PG
BERATL. RHEEITR D,

o  ZNRHIEIIRICT TR ONKRE TITATAR D 2 L & L, BUERBTOFFA LI 4 48 2
RWEET D, HIERENHSETMPA & A MRV OB AT 5, 32 R
OEHE [BAEEIE] 13 4 BUNITITY 2L &5,

® 32 ANFIC CR MEFOLNTIEF ZTME L. 5 N HOBRICBITT D,
® 32 HFFIZ CR MG HLALZRVEFIITIEE M & L CTIRBRIE R A2 F 135,
> 5

51 W oihiEE

® | 36 MERPERE ICRARHIE 03 MG HALTZAEGI TIL, MPA D ZHET L, A ML
v DHIE T D,

® AL REZ 1500mg & L, 6.7. BE-KEEEICIEVEUIIHEE, KELI1TR D,

® IFRAMELRVERIL, JRANEBRTE TECTHKR = he— L &7 % (6.11. #FA
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- tRARE M),

o CEIRAMHEFNIK L CIE IR EZFF T 5, 2L —EHEAK = br—1 %
&9 mIFHEER Z & OHIWTTIT O,

o FIRFHEIEHNI/L D X AEIBR ATV, EHE TOMIRE D &9,

6.7. ABRERUVHRAEDHE - KEELE

TR A SV E R4 0L I T 3 o o 52 0D R By RO AT SE MR IR + PRI 0D B 2 T
L. IR - RIEETH) 2N TE DO LT 5, RBBRTHICED HE « IKELEILT
DY &L, RIHED,

6.7.1. FIHICHIFTEMPARUA FFRILS VOBE - KEE - B - PIERE
IR T, TRICRTAEEESR, BARBEEEFSENEAE LSS, BRELEN LD

BB HERIT TRV - IRE L, BB b a a5 2 B+ 2,

> FRIORTAEFELPHI LGAE, BICEVRIE L, ER-SCREBOYLE L RO 72
BT 2,

>  MPA OWHEHIRIZ, kiR 4 B &35,

> A MRV OEREIIRIE, MPA LRIFHCREET 2540 H 0 | 8 | I TIEhiR R 8 A
HETLT 5,

> AEFLOUEMRIL, HREOREBIIN U CEEERT 5, MPA+ A RRLI UV ENE
kD b TR 2 88 2 255 16 1k &35,

> A RRA IR DD W - FREIIEBERES, REIC LV ELICEET IHERS
W, GO —EBYEOIER O E . BERE OFIWCTIRIE, FBIEATREE 7503, SERAEF
BT DG AR L T2 (1 BRMELZ X TH, HBREOHWT 1 AT 2 04 T
L CWUEAkSE ATRE) . —FFRIZRIREE DG A IRFE2 T T A4 T U AR T LRV L D1
HEET %,

> A MR UREGBGEGCHBEEZIE, WER (FH, o, EHE6E, %R
R L) NEZDHZENEL, AKET 29 BICBIET 2 2 LM L, HBREICH
B LTl <, IERDERET 258 1M A EFE - SOHEOHEREEITS (6.11.2 5

1)

(38

o
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)y B HE A B (MPA) B,C B (MPA-ARRILTY)
MPA BUARKRILIVERET S,
BREBRIEERERELTICHN
EL-CEEHERLE-DL. T3 MPA
MPA 244253, % 400mg ISHELTERT 5. B
(1) BEERREERE REMBRNELPIUEEE | RICETREZBZH55(L. AR

AST(GOT) R Ut ALT(GPT)
MEEREEME ERD 2.5 fF Ll E
#E UMY 2.0mg/dl L E
miEIV7Fzy 1.2 mg/dl LA E
eGFR 60mL/min ki

UTICHEL-CEEMER
Lt=m%. 400mg [CEEL
THERET 5.

BR%. BEEREPILLEE
Lo EIXARBRPIELE
ERN

7. B, 600mg ~D
BEIELEL,

it g5,
BE. B%. MPA (X 600mg ~&E &
L%y,

MPA % 400mg THER%. £RRE%E
FBABWGEIXANRILE Z—BR
BEBELTHERT S (AMRILIDOE
B-hibE# (X672 K (1)BE),
500 mg ¥ERFICRELIZIZEIL.
500 mg THMYT S, F=. —ERER
ERIFEELAEL,

(2) grade 1 LA _E IR AVt
grade 2 WL LD E L - THINF

o

MPA #{K¥9 5%,

RER, SHEBREEIEST
L.gradel U TFICeZER
MPA ZBR9 5, BRETE
AEHENn-154 . MPA
% 400mg [TEEBL THBEH
5, BEERELERN
5L, MPA IRARE#EE
BERONEIBTL1-15 & (X RER
fikET S,

e, BE%. 600mg ~D
BEELEL,

ARILEV DHRET B,
ARRILEVIZEDEEBRDIGEN
ZLN=. FT AR DER- &
IEEEZHES, (6.7.2 R(2)SHR)

ARV ERELTHHRELLELE
BIX.MPADEEEREEA. KL
HIET MPA DIRE, BRA. FLLFH
TR

MPA WM& 5 RIBELIGE . ARRILEY
DB ERTHRMYT S, BRZOD
®I1E 6.7.2.% (2) 1265,

Q) BBENK. B2k, HAE. A
MFIREFDIERNBHIHERLE
7R —Y REBLERDGE

A RNV U ERET B,

RS | B DI IR AT & fEf T
L. fEEZBEIT O,

LT v R—L ANEHE SN
X, ERER A P AL U E A
BETHBEATL, (XA RFALIVO
FER - PIEEYEX 672K 3) &
)

(4) D-FA4<— 15ug/ml ¥z %

MR —=V T %1179 5.

RO == IC&Y I E RO -5 A ITREBRPIEET S, MiEER
OIS A ITHEGL . EE, DHEE, MERE. BREEMLE
fiE . MR MARIE . MR EFIR X Z DR OIS DA RH IR
N=ot=bIRBhIEET D,
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R X A (MPA) B,CE# (MPA-ARKILIY)

(5) 7.4.IZEEEHD MPA [Z&5E

REGBIMERADOHER

(6) 7.1ICEEEH D ARRILIVIZK

SEXRGEMERADOHEI

(MNA MRV UES - BERS

BLUERMIESBIEICKET

SUTDIHZE,

o FEL - TH - IBH - BRERT
RETIRBEFEOCRRERD.
fRAKDEZENDEE

o EERRRIE - FAIR - EEL
ME (EX)

cHMLLHRESZ LI5S

cBEM7ILI—I)LER (ZER)

cA-FERFZRAVE-RER
(EEHE)

AERPIE

RERIE

ARV ERET S,

KER ERBRERONEEH

BLI-OLRIETHRT 5.

XIA—FEFEIERO-RERL.

BRADGEERE. I—FEEZFD

BERINLHREH 48 BEIET, £
FRILEVZERET D,

6.7.2. FINHIZHITH A FRILSVDOBE - KE - B - PIEEE B.CH)
FHNHNIBWT, TRIORTAEFRR, MKRREMEEENRE LG E. IBRE(EEM LD

TRBR P HEATIL FRITTEV LTI R H 2 VITIRFE (RoKEfe 4 8 H) L, ERRD S
ACNESIEL S5 S NI A
> UCERERRIIPERE ORRBICIS U TEEFEM L, MPA, A FAR/L I ZRLHUICRD b
AT 28 2 55513, Rk L 95,
A BT AT K DED A RN EBEZA RERIC LV EDICSET D5 AR L,
Bt O —#\IEDOIER DS G . PR O¥IWT TREE, FBRIXATRE L 3523, JERFFRE T 2%
BRI L T 5, —BFRIRIKEDGEE | IREa T T4 T U ABET LWL D ICEET D,
> O INNCHT2 IS EREAFERNE U Ga3, 3 LSRR LIS K 5 A5 E
KON EZOND (A= b —/VHMOEME - PRI R L - BiRRL
FUBREAIRE) FF ORTICHN LRI O T L 2 BE LER D ke 558 13 IS
(ARSI AR

A\
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P R 500mg ¥ 5B 750mg & 5B 1500mg & 5 6%
*A RRILE U EIREE

1) BRREERE 75
e mr Pt Ik, BRRER | A MRS D ERE

SRR ER® 25 Mol RomETRRLE TS,
IS 2omedl bLE gy | D5 S00Mg TEB | R, MERER
- o = ¥ 5. EOREEHR LT

cMFVLT7F=2 1.2 my/dl
KLk
* eGFR 60mL/min ki

500mg FETHEL T
LEENBREGT 515
BIXARBRBIE LT
5,

DL, 750mg THE
T 5,

(2) gradel KL EDIEN AV
grade 2 L EDEIL - THIM
Pt

AERAIE

ARRILEVEHRE
ERCR

RER, HEREZE
4T L. gradel LLF
ICHEZHEDR L5
&% 500mg THETY
%, 500mg £ THE
L THAERA ST
5GEIEARBRBIL L
T35,

ARV UEKRE
ERR

RE®R, SHEREZE
4T L. gradel LLF
ICHEZHER LG
&3 750mg THEBT
%,

Q) BRERER. BER. HAHE.
BIFREDERAZHIC
RELIABT7T O F—V R
THEEOIHE

A PRIV VERET D,
REZR, ELICMERA RN ERITLEESHZTS.

7Y =R EBOEEETARBRIEET D, BT F—2
ANBESNNITERBERICRERTHERYT 5. BRAKLELER
AHBE LSS, BRPIEET S,

4) 7.1.0ZBHEDOA FERILE Y
ICXDPEXRLZEERADH
3|

BB

(B) A RKRILIVER-EER
EBLUERNITESTIE
ICZAT HUTDIEE,

o FEL - TH - 1B - BEERT

BEETHBREELCHKBER

O, BKNBEZEINDBHE

o EERRESE - FNAIR - EEL

nMe (ER)

s HBLULVHREEZ LI-5E

s BEMOTILO—ILER (ER)

s A—FEERZRAV-EER
(BEHS)

APRIVEERET S,
RER., ERBREROREZERL-OLRETHRYT %

¥I— FEZHZAVE-RERIZ. REDBEeZKRE. 3—FE
FHIORSHIMN S REH BFHMET, * FRILI VERET S,

(6) IEIRDFTREMENHDGEE

A RRILE VERET S,
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EIRDATREMD H DIZETEBITA bRV VERELBRER
EEN X (ZAERTEEMANER, BESICIEIROBEZHE,

BEYR L CLOVEM - =I5 RIIRAER. iEIRAHIEA L2158 [XKE
Zhilt b,
MEHAWIREZROHZE. 8 BLURICA FRILE VORAZ
BHYT S, BRAKENERGENSEERECHIMEEL., KE
BIDREETHEFT 5,

6.7.3. A RIS UDHMERHE
FIHWORA MR I HIEOBS, TillliZUT 2581 A PRI U E2BET S, -, AF

FRIZED A PRI VEERITEEET. BHEEONELZHERT 2,

*  6.7.1LIZEH OB ERFEEEN LB L 22 WIEE

o Gradel OBEUEK « Bl « FHIIIHERIEMIT LI R A, 7072 L, 45241 o] C oY S XA 8
&CHIT U 72 A E & TRk 5,

BEER grade DYITEE
HEEGNREE LD grade (I2HOW T, FTREZBHRT 5,
gradel grade?

i E AN N NV e I eSS N

Bl | EAEE RO R R
REBRIK RAE & B 7 R RO

24 B 12 = v Y — Rl 24 B 3-5 = Y — Rl
W 6 ERRAEV b 0%, TRE | 6 AU BBV LR, FhE
nixzey—FK&T2) nNixzey—Fr&T2)

R—=2 T A L HART <4 EHOPE | XR—RT A 2 & H_T 4-6 [0/ H OPEHE
T | EEEN : R—RF A L T AT | [EEEE : N— 254 L HNTAT
FLF 7> & Ot &) g B L HE N JTRA 7 & O Pk )3 R 258 B L2 88N
DS, EFTRB R FoRED
LISt B ATEEMEO IR

=
&
a
C /||

725 S, FlFmRAmn

6.8. MEURDFIEENE - BEURASHIEA L /=3B & DERR L

AWBBR T, 1 WCBAT LI oW TR 2 7R T 5, IHIRD ATREMED B 2 BB,
MR E L B IR EHEE R SUTIER A HER ~ER T2 2 & & LA bR S v AR
%o WEERAHEE LT SRR AT 228, IHRAEE SNEBAREHIC A ML I v 2T
%o WEHROHIE I ZIRBR I NG R B LAS O EIRFERE T1T o Th L,

For peer review only - http://bmjoper%.Z)mj.com/site/about/guidelines.xhtmI



Page 67 of 145

oNOYTULT D WN =

BMJ Open

Ver. 2.0

¥, W, FEET N FDORREFFELBDOIIGEIEL, AFFRE L TRV, 95.2. ERR
BEEROBEFIRICUEVHEZITI bDOLET D,

1) WEURMERY% . AR 22 WUARE O L R 20815 U235 A0, IR RIE OO BB 2 2k L
7o LI L. itk o 8 ULNIZSE TR & i T LIBBR A& T3 2,

2) KRB R L, ARSI b — ESEE R - FEEARD D LESN D, ik - FLEL
ROl EE, T « FEEDLERPRIA e Z & 28 L, 8 WLIWIZA PRI D
IR % PR % . RERIBI A Mk L7 WA I RN LTAK =Y e — L2 0T 5,

3) P FERERICET 256 RBBIEI T EME DR bITWRIBBIEE A 7V 2 —THE D,

6.9. ERXDEFDET - PILEHE

6.9.1. ETHE#%
8 % OFERE OFE TIE, REEBRE 2B T 2R 5B E (551 8] Dayl) &S b L

T, 156 %% (5 1 H1o> 120 IFIARY) 1T bt WEBUERARF & 9%, TRBR5E T Ref s 135 H]
& LT, RAEPEBRE D 156 MG A2 N2 L &9, 2720, FofRE O 156 1 DOf T
551 120 R A B 2 TV WAL Z DR Y TlidZe < . MEERE O 11 ] 120 Rk A 4
TBBRE TR & Ao g, FTo, RPBRE N ZORIBRT ILICE T2 55 TH, SHHE D%
THRHNIZETE Ly,

PEIR U 22 ILARE DA R A2 M845 L7 35813. /oiktk 8 LI S8 T RO A & fidT LIRBR &
T35, BB TRHICHERT OBBRE L, KR ICRBBIEZITo I ADT — X2 258 TR &
L. IR T &9 %,

6.9.2. hibF#E
LR OIEHEIZFZ N LT=5E . IR ERER OB HEEMITERZ Tk U, BEO ik Rk

HE1T D,

1) 1HIZBWT, BUTIZEEY L MPA SIEN =8 L7 WA

> EMHEO FR Y PD BNRDONT-HGE
> 16 HEFOFELR A TR FRAT LA /LT U RHRNRFED LRV (SD) DA
> 32 @I ORFMRA T CR BN L WIS
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2) —HEEM Q2 ERRIRAE) %, FENIRERBRE - 5 N OB 2RO 256,

3) VHRBRIEZ AHEBPE £ CTIRE L CHOAFFELRDRILL ., 2 OolnBRELEM IR/ E A
Wik 2 LB L RO TR

4) HEFRZ, HERMRAMER 4 HEKRERS LGS Tl LA,

5) A7 uA FOEMEEIZIY BHICHEND L L EMAIHIE L1235

6) MPA KA RV v ORGSR A FFRNFI L, D OIRBRELEM ST
FEERTAY UL & LB L RO T E,

7)) BOHER SRV VR TEM SO IR HER A UL A2 B L RO T2 A,

8) WEBRENDLOHIEOH LHASH > 254,

9) T Ofth, TEERE(TEEM TR R M YRS O TRBRkGE 2 A ATRE & HIE L7255 A

10) {RBRFTEEIEAD F 7 I TR Z B2 L OWRIE 2 | L 72356,

B, WBRATIEENTIEEO THIEA ) 1%, TIEOBB E 25 FRPER LA TIERLS, 1A
BREALE R SUTIRER R M2 Pk &l L2 H &3 5,

22U DREOITHOWT, s fIlr R « HEREIE L LIz b sefliE TR M - 558 & HIlT
SN EE, THRHENERR 2 BN AT SEE L, S AT ik &Il L72 B 2 Pk
HET 5D,

6.10. [RFERRAE DS

P AT 124 COPBRE N DV THRE Z & 12 MPA KN4 haRL 2 ORRFIRIL (R = 7

TATR) &L, EDCICANT %, WHEGE, = TI7A47 A0 RATIEDS
Bl A 2 HeR T 5o

R 7T 47 R ILL T O R 5,

MPA [Z1 H 25 (400mg) LLEARA L TV, IRMH 0 &Hkrd 5,

A ARV 1E, 500mg AL Zi7o A 1E 500mg, 750mg AL S V728561 500mg LA L

1500mg L5 S 72354 1% 750mg LA ERRAH L COFUEIRR & 0 &5,

KelE Z &I, RREE H 22 HOREERTH £ COMRMI & BE* % 100% & L, RAH Y o BEOHE

& (%) ZRET 5,
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1
2
3
4
5
6
7
3 6.11. BFFHZE - BEREE
9
10 6.11.1. 18MINET H6tHE - StRARE
g LLFOPEAREICE L CF — & 2 IET 5,
3 (1) MFEFHO-OIEH L ERET 2 ) v
15 (2) HBUHNTAR = > b — /U L 7= 3854
16
17 H#&= 2 b —/Li% Holmstrom %1% & BiE$ %, Holmstrom #%i%1L, MPA10-15mg/H (1 H
18
19 2~3 [ENZE) & 14 HRA. 14 BIRED R G TITH, -G EEFROBERHDHT-
20
21 D, EBIMICHEHA L MPAICL D AR he—L%{T9H)
22
23 72770, E2EEARDO-D., HESLVE L EMCHIEHMAZZRD 2 WEEITX., K- HE
24
25 UL DA e — Ly HERT S,
26
27 (3) WEIRIF « g MLAE DIBHR A T L 7= 3654
28
29 (4) HEFRICKT DULE K OMEH L 72354
30
31 (5) AEFLOKFIN L 2o A
32
33 (6) PFAZEIESR
34
35
36
37 6.11.2. A EFR - AHEDOMIERE
o (1) TR
p THRIZRODHEE, TasL AT 472 (IYBM, A7 23 %) 20T 5,
g o5 3 R 2H T Img) bR T &35,
ﬁ (2) EL - MR - T CERE IR O SHERR L
23 L - EHEOERE A BHAY L L2HIESI O TR - IBRIERSIXRETH D, £, BHiEk.
jg BPEERARCITFLTH2 7 ey —, 7a bR FHERORAT &5,
? (3) ENRIMAE « 8 FITH R R 2
52 O Cik. AR MECARIAAT CHHERER T 28D 2580 H 50, @IRIMAER O 51X
53
54 FATT %o NEIAIT & TS AL, HOMRBRAAIEIT e b5 S N IR EE IIFHERE S0, 783 MLAE %78
55
56 OH5AE. SIRMIER, TFEESORA ZKREHT 5.
57
58
59
60

For peer review only - http://bmjope%.%mj.com/site/about/guidelines.xhtmI



oNOYTULT D WN =

6.

ARIBERICSINRIL, R 52

BMJ Open

Ver. 2.0

12. GEAAEIE R - SFREZ IR

S

L

o RIET LB 2 SN D PR 2 W L7 iR OO IEEE D 72

VY,

6.

o

7

LA

i D HTAEME ISR

fth oD 7R V| PR

oA

T R

FHRE (FERMHE L-8E1E, 1B3RPLk)
IBRIELIN DO BT T F A RRBERIF IR

BB GIZ L0 20BN D5 L SN AT A KAl

13.ABRTROTAR

HIPH) I 2RO 1o R OIRIRC, 1RBRRE T+ IR ORIBHEITFFITHIE L,

7. RERE
1. ABRFEOME

ISR I O Y BB LTI, BB I A IR 5. AABCIET 5 1B
TOEBYTHD,

—f% A RRILE VIERRIE

B5 - 8 | A A hRJL = VIEFERIE 250mg

& BEAR I IILLI—T 4 058
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D-Y = b—JL
foEOaVTUOTY
EoA0—X
ATTYUEBBR TR L
JoEvrysgya—in
BiEF4 >
AlFoan

Ik

REEH

ERHR. ERRTF

hhe

- R

2 BU¥EFRIA

2L, TROVWTIAHODAETHREUNENRONLELMEEICRS,
(1) BEEE - EBEEOH

(2 BEEE - - EHEEICMATRIKRZIIILILTEIZER

Rix - HE

BE. BRAIZIEA PRIV VIEEEIELE LT 1 HE500mg K YBABL., 1 B2
~3EBRIZHERORET S, HESIHRZERLLGALROSLM, 1 H
BER5EF 750mg &9 5,

/I

N Ii
1]

1. EB7YF—2XRFEILOTVREOEE
1) BT F—IROBE#RE
(2) BHEEEE (BEEZTELED)
() BWEE BESEHLED)
(4) FFHEEERES
(G) Yavy.nFE DHEE. MERGEDOER. MEEICSEDRE
EDHDBERVZOMOEEERIE Z 4LV 0T LVKEE
BEOT7ILa—)LERE
(7) BEKE. BRKKRENBEINLTH. BHEFEOERESTOHLIEE
(8) =#nE
2. EES VR, BERAEMEEXIIEISE. 1 MBERFEOEE
BEREREE. FHAR. EEGNEOHIEE

(6)

4. REFRNRE. UERE. ZHKE. RTEAKRETEXEEIBHETE

DEE
. EmXITIEIRL TLSAETREED H HImA
6. AFIDHARIFETT A FREHIH LBBEDREEDNH S EE

Bl{ER

HAFEM 2455 Flch, BERADMESIN-H DX 525 6] (21.38%) THY. %
DEFEHLDIETH 170 5l (6.92%) . BERAFIR 80l (3.26%) . REJE 52 4l
(2.12%) . B 415 (1.67%) ZDHEILB/ERTH-T=,

1. EXGEMERA
(1) EEET7Y F—Y X BEETH)
BT F—LR (NHEBERENOLR. BLB/ELE VEBEO LR, MK
pH DIETHEZTYT) FFRETRDIEAZL, —BIICRIRT HERIKIE

For peer review only - http://bmjope%.%mj.com/site/about/guidelines.xhtmI



oNOYTULT D WN =

BMJ Open

Ver.

2.0

)

®)

(4)

KiEIxkaTHSHH. BIHEK. BERk. HRE. BERFOERKRILA LN
5T ENZL. INODERDPHOONHEICIEELICEEEHRIEL,
WMWEBEGRBZTOICELELGE. BT Y F—2RADEVDKEVGEICIE,
ABOAEHREXF O LLECHEULBLEZITS Z &,
Em¥E (SEEFEA)
EMHEERNHSHONEZENHLIDT, BEEOKEZ BB LAEGH
L5Y 5, EMFEER FEEK : RAOR, SEOEBR. HTFH) »
ROONBHBEICITEEITS aEEREL, - J L F—EREARI (7
ALKR—R, RTUKR—R, 251 b—JL) LDOHFRAIZE Y IEIMBEERKA
BOONIGEICIET FOEERET L L,
FFHeEfEE . ®2E (EETH)
AST (GOT). ALT (GPT). ALP, y-GTP, EUIEVDELWERS
%#9%**”ﬁfﬁrbﬁbbhé ENBHEIDT BHELTHITITL.
ENROONHEICERSERIEL, BEULGLEZTI L
*ﬁ%&ﬂhmﬂﬁ#Jh
. ARk, CK (CPK) LR, MARURFIAITOEC LR EH
@t?éﬁﬁ%ﬂ%ﬁﬁ%%bhé‘&ﬁ&é@f~:@&5ﬁ%ﬁcﬁ
BEEZHPIEL, BULGLREZEITS

2. ZOthoE|ER
5%LlE | 0.1~5%3kiH 0.1% ki SAEAEA
BMAFIR. BE
- ‘ T Eib., I8 o Bx. BBEE. &
EHIEES | TH HE*BH - EHIEFRBRE e~
M~EM

gm., gmEkjEid.

mig m/MREA . Bk
N, SFEEERIENN

B EE RE% F5F

FrF ik FFhaERE

BEx BUN EH. 2L 7F

2 — =
VR
CK (CPK) 8. #
=X, ELEEE

Er’-‘%

REMRE 5. mhhUSLE
5. M EREEEM
ﬁ‘ﬁmrs &)gz(l\s /S\
HOE, KEERE.

Z Dt ;Eﬁ%““ BS ZHE. BE. 5T

= Bk, ZHE®, £

A 22 BpEd
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7.2. ABREOAL - RR
SAUUCIE, WRATHDE. BRIFEEM ((F) OR4 KO ONCER., ARk a— R
9 % IRERER ORISR BT, BRAIR A T S, UL PTP v — b OB IC E R

1 ERAD

13 _ CCRC-001-M
-; ExF
14 2 RARLUADENTEALEVCE

16 — g ARRILSUIEERIE

oNOYTULT D WN =

18 LZ 4 1,1-Dimethylbiguanide monohydrochloride

20 HERT XXXX

2 BEEH SEAE. EaRh

24 fEFREARR YY & MM H

i~ BRARER (K | TEAZEZHHERR BAR EXE =5 B
27 &) FEHHRREZES 1-8-1

35 7.3. BABREOCEERE

37 1) IRBRTHEE AR B AR 80D IR & MR FR R D TR BRE T E AT~ B, ZhT
39 iz TR, FIEEICHES .

a1 2) MBREMEREEO NEBREOSIICET 2 FIEE] SV, EREL EEICERT 5,
43 3) VRBRIEHMEEANL, VRO SN BRI, MRS IR R E B L SeE (A
45 WOFIEEFIZFER L TV D0, YHTFIEENZ YT H) 2 EREMERBEOR, h5H
47 SRR, BRI, RIS IS S TR T B,

49 4) JRBEAE T, NAREKOEHIZET 2 FIEE) ICHVIABRE 2 B O RS L, SRR OV
51 FARIZ T 5. b, AIRBREIKIIATARO MR L, o> BRI L Tl b,
53 5) VRBRIHEEEAN R ONABREA B 1L, ARG LR OFLENE LIRS R OB ATEC
55 OV THERT B BRI T 11345 FEM AR EE I C ABRIKOF BT BT % FIEE 1206V,
= TRERIR A BETET 5.

For peer review only - http://bmjope%.%mj.com/site/about/guidelines.xhtmI



oNOYTULT D WN =

7.4. GERAZE

MPA Z AR DOOFHEE &35, MPA X, 1RERA 7 ¥ 2 — VIRV | Blick 535,
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—fi&% ARAFSTAFSRTOVEBIRTILE
B 88 | AUES A ROoxo 704 R F0O0UEEET X T)L 200mg
BHE - BlRAY Rk
s BRALAO—RAILI DA
ARt rFOoX2JOELEILO—R
REEH =ERREF
2L

EE - R

FEAE (NIERE)

FLEICIEK, A FEXOTASRATOVEBIRATILE L TEERA 1B 600 ~
1200mg # 3 [@IZH 1T TROKET 5,

Bi%-HE | FEKE (RER) (CIX. A FOXP 05X TOVEIBIXATILE LTEER
A 1 H 400~600mg & 2~3 @Iz I+ THEAKBET 5,
BE. ERICEKVEEERT 5.
T RILEVE (BARKRILEY, IEALEY., BIBEERILECSE) LOGAIEM
T BREERIIBAAELREED. HRAZETHD.
SREGEHIZR 4,104 Blch, BIERFEIRGERL 1,166 6] (28.4%) THY. BIERARE
HHITEN 17498 TH -1, TOEL LD, AEEMS32 4 (13.0%) . i
BHEEETH 254 4 (6.19%) . FEHIN 227 4 (553%) . FHE 63 4 (1.54%) .
MAHE 56 4 (1.37%) . AREE 4# (1.07%) ETH-oT-,
(RBHFEFTORERVUTREOERABEREDE)
1. EXRLENMEAR
(1) Mm#2fiE (1.37%)
INAEZE, DAAEE. MERE. BEIRmMEE. BIEMEE. mEEEiRxsE
SIYEF NHLEONEZZENHIDTHELXZTHITITL. COLITERIIEINS

DNHERDH o HONHRICE, REEZHPILELBYVGREZITI &
(2) S-omELAZE (0.02%)
S MEDFERHLHONDEEAHIDTHEEEZTRITITVN.CDLIAE
FERDH o ONHRITITHERFREFHENLGREZITI &
() 7FI74 3% — (HEEFTH)
TT7453F 0 HRERFENHOON-LEDRENHINDT. DX ST
KB oON=BEICEFREZFILETEH L,
(4) FLEEKEE (EEFH)
MAEK, REKEH, 7. FEBENIRICHoONEHRICE, BEEZ—F
L. REMBREZERT S L. TORR. HBKETHL LEZH SN
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BAICIE. BEERLEL. BULMEBERS C L.
2. ZOMOEIER
0.1~15%3 % 0.1%%k i SEEAB
EARER. 75
- Hin, BEE®. | 2. UEE. 3 | Vv UORE
7 EFOEL. ®A | HRES 1%
b2
: B MERE A
% /MR N
s s BN, MEEER 35 PR 1 F 1
= % BREEL =
T RS, TR,
o B BEIE
. . IR 3 ZBH. E
R R g”giuﬁ B 5 mso. z= EL%ﬁ%@m
> . R o
e REHEM. BT s
EHER ke mm mam R
ERERS | 2E EHILSS LIE
iR EEEE
FER LD AT ALT st 5 S stesmm
5
mER hELS. BiE SER
BiE. Eib - E
b M. B%FE. O
B, EH. TH
RECE TN —
BRI | T T ERFD
T, BN, 1B
Z0kt e
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8. B - BE - FMEEB. AERUERKRH
8.1. REA P a1—ILEFIR
TR A U IR HERIT, LT OB - i - FHMliOFEEA 7 ¥ 2 — /VITIEWEIEE - &S 2 I3 5,
FIH : MPABSHOR TS a—)L
T £ 1 #1 : MPA R
=R gﬁéﬁﬁ*ﬁ F:| ¥ R E 168 | 208 248 288 &= | 30E 0hR) f JL?;Q
(Day-1) ang) ehE) GHA) HA) GHA) (6#8) (#A) BHA) (BEfRHE)
ETEEEE (H) -28 H +14 B 7~+14 8 J~+148 | 7~+148 | -7~+14H | 7~+14H | 7~+14H | 7-+14H | 7~+14H -21H +14 H
XEIZ & DRIERE ]
gk - Bl O
RERES L UERAEOME* @ [ { ] [ [ [ [ [ [
BEERAT [
BiAFRR (K~ - {KE - BMI - PS) o ® o o e e
FREER R FERR o o o o o o o o o o
FERNREESZ (FRETE2EEeHM [ [ o o [
BIRHIE (BfEOHIE) * o O3 O3 O3
&R E @ [ [ o o o o o [ o
HFIEERE @*¢ [ ] @*¢ [ J @8 [ J @8 o [ Jaid o
M*E@E .*8 .*8 .*8 .*8 .*8
RILE VBB [
HbAlc [ A A A A
D_/)-l“,r <— . A*lO A*IO A*IO A*IO A*10 A*IO A*m A*m A*IO
LER () A
%ﬁ " H@%‘B CT A*12 A*12 A*ll
5 & MRI A" A
REEFERE @3 o [ [ ) o
759 OGTT o+
HEBRDEHE
FFREORER < >

% ABRERSRBA (Dayl) [KABREMEMLAR (Day-1) OBBET S,
¥ 36 EXRRICEMEEET. FIHICBITTE I LEMAH L -BSIERERVGHAEEZNET S,
% 36 EERE (FIHOARENSH) OFEHZE 1 Hl0REAR (Dayl) £33,
¥ IH, N#AE Iz, 458 (Day28) Z 1AMALEZ, FAFNOHDEAH,NDEREZHES S,
*1: A7 V==V TREIIREES., Bekn143E (28 H) LINICHET 5, 72770, HRERET —4

*2 .
*3:

*4
: MPA $ 5.1 D NIEREIEHTIC X 2 Asid, 8 MMmICITH, A7 H~%#% 14 A &3FAHEMAE 35, [H

*6 :

WNZ CT KOMRIRET — 41X, BB N CEM LT — 2 Z2HHTEL2 0L T 5, #
TEZWNCE IR MR ILF RSN 2438 (168 H) LA, CT - MRIZFERE R 83 (56 H)
LINTHIUEEE A A &2 (e Tha T L 7= & O B4 D),

TREBRIEDOMNIT X B BEXL N C RS L CTIT 9, ABRRDHRIRO AT 5,

WIESL ST B OF A 2 BIRERIEIR BT 5, #IENG B O A 2RO (Dayl) &
EFT D, 01 Day-1 OFRPEIIIFAI & UTHERE 14 HLUNE T 5,

YRIFMEDOHNES D,

H 22 M 2247 5

SAHITE I TN IBHRIEHT A T % 4] [l D S Sz 22
B2 B &= TIREREE L O O IR A I3#kE S 5.

THEMT D, 36 WRFORHE CIHIE) %

T2 E TSR D,

: ZENERER & T 5,
: X8R0 HDALC(NGSP) 2 6.5 DL D35 ARl E &
DR BN DG E T S,
TR ERRREAEN, MBS CTTT 5,

CTEBEAESTTIIMAE S L, E RS EE B & LR,
P A7 ) == TR TIE PCO OF LRSS,
CBERIFROA 7 ) — = A CREIRIR DRI ET S (HbALC 6.5 LL k2o

ZEfE I MpE=126mg/dL) (%, FEhE L 7RV,
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BRE %8 T oE | 4@ | %8 | B8 | 0@ | 728 | 4B | 9B | 1088 | 1208 | 128 | 448
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N b DL 525 1] (21.38%) ToH V., £DOFEREOILTHI 170 ] (6.92%) . RAAHR 80 15

(3.26%) . MU 52 15 (2.12%) . L 4161 (1.67%) FEOTHLEER TH D, F7o. FFaFmFERIFIC
WS SNTCERZEWEMIZ, BT & F—o 2 (RifbE, IHgmelEs, sE, MEUimmitE (W
HHEARH) Th oD,

98. ERGHAEEROBEATFROCRABRENRABELER O GFIR
9.8.1. MIT—2E=FYY VI RER~DHE
KRIEBRPITIRBREATEM L 0 BEERAEFLORELZ T 56, 1R 15 5
TRBROMKRE DS £ - TR FEMFHEZEOEFIZONWTMNT — X =4 U VI RERIIF 2 KHE
THILNTED, MT—FF=2 Y 7 RERTHFH LR 2 IR BGR R EAN SCE TR
Do

P, IR EAD (R R) NS ONEOBHEENE REMER Sl L, oA UTER
TRRPMS DS RAEE LB L 72358 11E, BB D —IRpE IO RY D~ O JE 191 O B 20HE 70 & D%} 3R
g AR
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9.8.2. HERS KRR SRIEMEI~ DERL

WE SNIAFEFRIH L, MIF— 2 T=4 ) o VY ERROFE - BENEERRS MR

TR & OBEREBI S SCE (BB A —/v ) (S THRAT 5, SNfax M OB B ~ Dk 2

BOWTIERAEIS CTEBEE S AT TH DA, 180 THPNIILE (FAX » BE - EF A —/)ICXD
AT, b L, MT—FE=2 Y IV EERNTILZBE LGE. IBRIEEITHESHN

BRIk Je O OB & ERRFE B O & M O fiti i O BARE T Z WS 5,

90.9. REFDEMKSL

BB ER (SR =/ B

T-HERFE LM REPE (T 260-8677 T3 R THEM e X 3% & 1-8-1)
TEL : 043-222-7171 (N#t 5314)

FAX : 043-226-2122

E-mail : antira@faculty.chiba-u.jp

1R B R

TR R S BT I8 95 [ ol PR SRS
TEL: 043-226-2737 (N 6959)
FAX: 043-226-2735

10. §HMIE H

10.1.BRHEETI VY FRSA Y FOES
10.1.1. HEEDEE

(1) CR : BRI B W BERMEGEE « BB OERZRBO =56, RENER L, FENES

HHRME THEA MR T & 97, M2 2 L0 W IGE XK CR LW+ 5,)

(2) PR : FEPNEEBIEGEIE « B A3 L T D25, TRIRICHE O IS IRE OZMEDR 5 Davbi,
FE OB L2 EARLVE R H D56, HIEN R RABPE OFFH PR LT 5,

SO 725 AR IEAE D F/EIL PR &I 5,

(3) SD: MIE DKL E 72 ER/VE R EZRBOT | IRIRITIE O G RE OB 5 D bitan

zé)O)O

(4) PD: fiispfbie L BEMED LRBED b6, HEERE - BB A 56, k. BEEFOM
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i 23 = PURRL SRR C ., R TP i oo (L RPN & I S Tb IEMERE o0 5 L oEIT L 72

fﬁa

Uy,

10.1.2. MPA JAE 0D EfZ
TGRS 32 RS TIT o 7= NI OS5 CR DA, EfE (RBRFIZRZE D) L HET

5 WO FHE CFAREIE) (X, WIERRIE (32 ) #owlasikZi2 BiciThbhd, #habH
TEHE T MPA ORI Z ki %, BIFRHE TR R (32 k) 706 43 (28 H) LINICIT S
L4 5 (33-36 HRFE TITHIE)

otk
MPA =*me Lformlnl%ﬁf’:‘
D&C

S e
8W
D&C > CR/PR SD/PD

16W

D&C
24W i *1
D&C
CR non CR
v — (@] [
*1
TAE%
A=y hbo—i
*2
*1 JaERPik

*2 A= bo— iR, BRREGIZE BICIIRT AL,
TR LU IR AR ER A T T 5,

10.1.3. BfF - BRBRO b RIFEDS
10.1.3.1. EfRHI5E

TR - FETEMR OB FHE I T LTV OROIBHEIKGE 2 FIWTT 5, 16.3 REEADEEKLY T
e SIVIAEAR TR 2 T LIRASHIEZ I 2725, [BERMGI) (2. PD HIC X ViR ik
ElpoTc By LT 32 B DML RA AT H 2 A N> AR L EET D,

> MERZENIC B W TR, PIRIREEZETIC RSV OB OS 6

HERMRE LIREBMAR Z b > TAN MEAEL L, IRk L T 5,
> MERZENIC BV TR, T RFERZEIC W TREOSE
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RBRPIEE T 505, A X0 RMEAELITHE L7220,

10.1.3.2. BRHIE
TFR3S ) I RBLPRIC 7 NI RIMEREE . AR SN D 2 L &35, SamBEhiIfzk = &

HHEOFEZATV, BRRAY LI B NTIERZ W TIT O, a2 W CHEgE &opllEr L7256 13068z
1E LTV, fis iz THIE DA, PRIFEZE THIWT 21T O 0 PRI O RGRHIWTIE P IR
HEZWrTIT 9, RIPEERZ T ORR, MW & 7R DR RO E TP RN OfE R 2T

v

Do

i ERRFEBI OFIE & P RIFBEEZ W A A —E D5 E ., TR L 2SS %,

(1) FEMEREET IHRR L], PRFEIZET TBRHV ) LS nBE,
Hh SR B R W 00 RE il R S SR B AR B | T Am i S IVIZ R R, SBRE AR I &5, 7
B PRPEEZWT ORIEICHE, BIER & LTIRIT SN D,

(2) FEMPEHRERET THEHY . TRIFHEHZET TFER L] LHrshizia,
BT OHIE(SHEV . BRG] & LTI S LD, a2 W THJE & HIlT L9 TICTABR
Fk &2 o TWBIEEIR, Tk £ TEBREBIF & L TR %,

10,14 T FRA Y FDESE
10.1.4.1. 3 FEBRLEFIE

BYERE D D b, IREREK - FHEKRGEMAH 2 s LT 3ERARICEMA S TRBY ., HRER
DIRWERI OIS & L TERT D,

TEWRBRAAGTE 3 4ERFICHEIRT CTd ) WA TE WSS

1) SETHIRA (O0iik 8 LIN) THEZWBORWEEITIT, 3FERERIE L HWT 5,

2) SETHMRA (0it: 8 LIN) THEIELE STLaId, RRICHIRRE 2 51T L7z A & fofk BRI A
IR H L35, T2 L. RIERIEA MRS B 23 BRAATR 144 1 (K933 720 1) LB ThHIIE, 34
WP JE P & fIT 5,

3) MEARTIT. 1AMRBHAATE 3 ERIEIFIC IR A S TE P, MRTPICIRBRIIE S T L7256 - k&I
IR AL 2 JiAT L 72 B 2 o BRI FHEGE A &5, Sl A Armend B 23 BAntR 144 B LI
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(K133 722 A)ThiuL, 3EREEIE L HWT D, £z, 1BHRMATR 3 FERHIIEIR 22 HUKTHI
(T, 3EERFIER S LW D,

10.1.5. B - EfigH
32 W H OWNIERE T, IWEDOERNPE L NIVUTEME & HH L MPA RS2 & T35, 32 8RS T

WEDHEPGELNRNGE (CRESN 1370 =gk e L, a4 5,
TR, TR & CHIE L7 o B E AR O/ A BRI L2 R & 975,

10.1.6. BH (Relapse)

ARZZ HOBETHENRS DN LHE. TEABBEREZITOHEGET 5, FENEEER
BT, FEANBEEMHEIEE EORENHBE LIS E Il LT 2, 2L, SRR BT
BREMTON, HRERLEETED2HEEHELHB LTS L,

fiag O CHEIE &OHIWT L7256 13, BRI AIE &I L7 A SR L e R 2 %8R L35, il
R & PIRIEEZ I OFIWT AN e 556 TH . TOREARZETRILIZA 2B LT 5,

B D720 A PRI I & 8T, AR A LR R 2 M T LRSEBIEE 21T D,

10.1.7. E2&EHAE
7'a hIUREMTONTIEF D 9 B, MPA EEFIOEIG L L TERT D,

10.1.8. EBAHRAFHME
B G E 2R s U, HEEML LITHEEETOMEE LTERT D,

MERAEG) 13, PD L VIRBRTIE & o7 B L < I3 32 @I OB A MEAT H 2~ h3EAE
HEERT D, [HF) (RHEPAICFENREREIEE, BAMGESND L &T 5,

FRFE &I STV RWOBERE T, BRRAYICHF R A IENT & 28 Lo B (R IE A8 A A
MR H) 20> TR T L9725, 72k, IRBRTE T RHIMIBMA IS X 2 B EOMERRITNA L L2
[

TRBRAS T RHTAEIR T O A 1%, (HE L HERIE &l L, 188 T £ THEERREAFNF &5,
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10.2. X EF{HIEH

3B AL RIS

[EZEFf1E B DR ERH]

MPA JRIEIC & 0 Ffif 2 G2 BF IRV TR, HRERD D L FHIRFIIATRETH I RMHES 5%
13720, KXo THED QOL MR E WO BLEN BB R D &, BELIE LEMEZHERT5Z RO E
HTh b,

KIGBR D GIRENTIB VT MPAFREIZ KD BN O E COPRMEIL 24 70H (4-2200) L#
HINTEY, BifE 13FETHET L —ADBETHD, AN Hray br—TlE 1204
PR R A2 C O MEFFFEATFEIA DY 93%., 24 72 H TIE 80%. 36 7°H T 46.8% Th V|, FFHMHID 89%I% 36
PHETICHEL TS, ZOZ EMnD, RBRICBWCIXIREIRAD D 3 ERGR R R THEDOA
W52 L, A RBRAICOEIMEEZTHIT S ETROIENTHL LEX T,

10.3. BIRFFE R B

[(BREDRIRFHEEE ]
CERDEIG ., BERAAR, R Y AARPUE - BMIUCEERIS | RS, IR - A E T

[ZLEDORIREFMEE]
HEFELOREME
HEHEGONIT T EEGHEHGEHRYE v4.0 HAGER JCOG ki (NCI-Common Terminology

Criteria for Adverse Events v4.0 (CTCAE v4.0) ® HZAGEER) | # W5

11. #REHEEIR

RIBROGENT I OBME 2 LUFICE L ofz, 72d, et et oOFEMIL, aHT 3 m
W5, MEHTAHE RIS CRBREEH I EOME L EIET 5 2 & 08b 52, EEHEEH 0
RN ENE TR SN BEAICIE, ABREFIEZ ST 5.
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11.1. R R &M

11.1.1. £ &8;H
XGG A, (6.4, BREBGRUEMES - BIAEK ICEWVEESNTZBE O S b EERE M
ek aE RN L EHRT D,

11.1.2. ZROEHFAZREM (full analysis set : FAS)

ARG G SNVEEREIT SN2 BE T, RO 7T—2 2/ L, FEFHEBEIZOWT, Bk
B & ZNLEOREME R T2 BE LT 5, ERATRBRIENEEER O BE IOV TIEBRIT 5,
AEH 2 ARIBRRO LT DTG RER & L. AEEIT LTI R TORRIMEDOIT 2 Ehiti 4 2.

11.1.3. REREMETEE(CESE LI-xR&EBE (per protocol set : PPS)

FAS 775, IRBRIGIESCOFTIIRIE 2 SYRBR IR FHIE O HLE 6 LN R OB RZ2ER D & - T2 fEf %2
Pr& 7w b oLy LIgRE 2. PPS LE#RT D,

> BRPULHEE

BRANFEAER I

DF AR IE 355

CiREEIIR) 375457

vV V V V¥V

AT TAT AR

HePE Z L ATHE R OIEANZ AR U7z A A e L. IR B 500Y 80% L, EOGE IR & v LIk
T5, RHA® Y &R LIZEER 2RO 5%, OBl a T I3 T U ABSFE T D,

> BB D IR ORE R, RIULE (1) Z0l7z S0 &I L 7 E]

11.1.4. ReBHIXRER

7o g MMeEIT SN, BRROT =2 2 AT 58EH LT 5, AEHICKH L TETOREMLEDOIT 2 3
i3 %

11.2. BEZEEHI# & e iR
FRFT T B 51%1: 120 4 (A B£:40 45, B B£:40 5. C B:40 45)
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[EXE1R#L]

ARBFFEOFET= D BRE, = NIBEERAAGE & OV 1A 115 A B8 & PR, MPA HUEEA = >
fr—/ & LT, MPA+A hAR/L X (750mg) BE, MPA+ X has/L X (1500mg) REIZISIT 2 MR
S A T 5 2 & T, AIMEORGEE A MARNLV I OB AEEZRET DL L ThHD,

1. BORREOTEMRIC OV TORET

MPA BUMBRIE DIEE MR RRIE O =L, = ARAERI T 76% (Gallos) . 78% (Gunderson) .
64% (Ushijima) . 7B PNIRE BAUEFEAEF] TlX, 86% (Gallos) . 86% (Gunderson) . 96% (ushijima)
Lo TRY | FEME L FENBYERRBIEORIENRIET 256, FT5L 805%L 7D, —
75T MPA+A RV I OFAMIE T, MPid Phase 2 BRO W LV 9 2 H ORI=IT 81% &7 -
TWD, ZbDOHENGH | HOIBROTEMEL 80% & AL o7,

2. HIARO M S HEIEIC OV T ORE

T AT P TTIRATE R LTIEBI O 5 b -5 NI ERIEFEIE O 38% (Ushijima), 26% (Gallos),
B RS D 57% (Ushijima), 41% (Gallos)IZ FF¥ 2 8 5,

MPA BUMURIE TIE, TN HREE TOPTRME (50%) L2402 H EHmESNTND, £ fwD
EARY A ay b —L T, EREAEEGORRE (50%) 1£30 22H THDH, MPA+ A Rk
SUBFIERE TR, FRELIZ 296109 b (BRI O IE 38 72 H) T3 (10%) 23F% L7,

3. JEFIEDREH

SATHRTED . MPA HURBE DO MEF AR % 60%, MPA+A h7R/L X A AREDO M3 % 85% & (K E
L. WfHEEOBREE LT, 1 TOEME 80%, 2 2 W TOBRFHLE DR 5%, IR DR
10%. AR I RRERE T L2 A IR BR P R & U TR AT EKHE 5% T, Mt
80%& L7z, UEDRETY I 2 b— g IR DIEFEE I 21T o 7o R, 1 HED 72 D B 2RSEBIEL
1340 5, FIER] 120 B & 7e o 7z,
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11.3. FEGIDER Y KLy

JFHIE LTRSS NUIEBIZ DV T, IRBRIIIKIE AT % O P Z 0 W o b, SEBI O %
PIET B, Bz 22BN 2 > 72 HAOREFI OB Y FNCONT h, TRBRFEEA & O3 58
gD FIRET B,

11.4. 7—45 DOHLY KL
RME OS2I RHEATRTE EIC CTHRET 5, BRBOAELTGEIR. MEtHME S IGBRFREER
HEOLFIET D,

11.5. BEHRTIA B R U R EHE
ETOEFNZIBNTIRBRIEOE G T L, 7 — 2 DBEE SN RIS E1T 5. & TOHZMEMN
2R W, I ROMHTIRER  (FAS) (1T Dtz Bt & L, BIRAVEHN & U CIRBR I Etm
BICAB LT RIGEER  (PPS) (SR HMT 21T 9, RAEMOMNTIL, REMAT I SERICH
VT D AT 2 E T %,

WEFHRAT OFEILT — & BERNCAEIER T 2 T EEF ISR E T 5,

11.5.1. BED T
11.5.1.1. FEFHIEH
H
3ERFE A AWM OV T, MPA Bl A 22 hr—/L & LT, MPA+X Ra/L X (750mg)
MPA+ X has/L 2 > (1500mg) % Ebile LAZMEDORGEEZ T 5,
(1) FEbT>I5
L7 DRERHIRNT DX G REIL FAS &35, PPS X FAS OESITEE L T 5720, fTOHETRLT-
LORAFNHIZTE B3 ENENORETHKT 5,
(2) fERbTI7ik
AEAFRERIOHEE
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HREEN TN ORI (AR 2 Kaplan-Meier VA2 X 0 #EE L 3HEREEFRAFHIA L 20 95%
{FHEX % Greenwood DARTRD 5,

PEHBARALE

MPA B A 22> b e —/L, MPA+A RA/L X > (750mg) . MPA+ A h7As/L X > (1500mg) @ 3

FEIZOWT, ROPMAFIATHE LERGEL TV,

PATFA -

@

1151.2.

MPA ElfE L MPA+ A haAs/L X (750mg) KON MPA+ A R7k/L X > (1500mg) =7 —/L L
T Log-rank IE % FEhiT D, MAET DARHHUT. BB LA AL O E RS Z L
Thod, ZZTHERDITROFINEIZATE, AEENRITNIKRT T 5,

MPA BLEE S MPA+ A RV 2 > (1500mg) (2o T, Log-rank 1€ & Ehii 9™ 5,

FRET DRI, MPA BREEIC KT L MPA+ A b7V 0 (1500mg) DA ERTZ & TH
b, ZITHEROIE, ROFIRIATE, HAEENZTIKTT 5,

MPA BLEE L MPA+ A Rak/L 2 > (750mg) (2O C., log-rank #iE % Elii 4%,

BRET D GRIL. MPA BUREEIZS L MPA+ A Rak/L 2 > (750mg) OFMEER~T 2 & Th
b, ZZTHERLIE. ROFIEIATE, AEENZTEKRTT 5,

MPA+ A K~/ X > (750mg) & MPA+A has/L X > (1500mg) (22T, log-rank F37E % 5
[T R

MRFET DL, MPA+A RA/L X o (750mg) 1Zxf L MPA+ A Ras/L X > (1500mg) DA
PEETRTZETh D,

Bl Rl H B

ANMED FHERHMIE E &[RRI AP EOFHEHHE & LT, MPA B2 =2 Fo—/L,

MPA+ X k7Rl > (750mg) . MPA+ A haAs/L X > (1500mg) @ 3 BED LLESRET 21TV, AL b
U OFHMEEHERRT D,
(1) b a5

F7- DMHTIZ FAS & L, PPS (X FAS ODESITERE T 5,

(2) #HmEH
2511 [MPA RHE : 36 S]] 1B O 522 E AR
552 W [MEFFRR - 36 UARE, 1RBRKE T £ T 1nl CoO BRI AR & HIE
A A ARPUE - BMIL IEERER . AEHR - A EER T
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fiRHIT 7 1

FI [MPA JRRRE ] TRMRE O e 2 TR D2

MPA BUlEEAZ = b r—/b MPA+A Ra/Lb X 2 (750mg) . MPA+ A R/ s (1500mg) @D
IREDHEIY [MPA IR TOEATME COMM, 5ERTEMFE4 Kaplan-Meier I CTHEE L, 3
BEZNZ O Log-rank FE CTHEIT 5, F£72 MPA BREE L 2 R RL 2 U OF HBED TRBRA
BEDEIE L 2D BUFHEXMERD D,

I [HERFIAIEH] « TEARHIE 2 DIBERAE 1] ToOEERIEAEFHIH & FIE 1220 Tl Kaplan-
Meier 5 CTHEE L. 3 BEZNE N O ERIT Log-rank fiE CTHEMET 5, FI-HFR T LIZHEROE
B DD BUIEFEX ] & Greenwood DA TR 5,

A A Y ARGE - BMI

BMI (X MPA £ 5:4& THE, K OVELAR# 12038 (30 72 H) OFHl - GBI TREOMEZ | 1GHRATOAH
&Ll U 3 BERE T Paired T-test TLEREY %, HOMA-R (3 MPA #: 5% 171 48 3 (12 °H) .
12038 (30 7 H) . TRBRK THREOMEA | IBWATOME AR AZNRTE T /L TRV, LS-mean TH#f
T %,  BMIL HOMA-R & &, MPA #5474 48 1 (12 7°H) 1. 12038 (30 72 1)
% BB T RHCHHR P IR A AB T 5 - K E LT D,

ER/ITES

FIRBID 5B ERE AL LTIEGID 5 B IRBRIHIF I — B T O IR U2 ES OFIE 25K D
Do TR O HEI OGRS £ TOWIM A RD 5,

B, KR CTHIRR AR T 5256 OIIROERIL., FENICKEOME CTEZbDE MR E
FIWTd 5, EARBAEPESUS D H38 80 D560, BETHIEIRI IR OFH R ITII AN R,

PEHR - JEPEM TR

TEARBIOERIT (WRPE - FEPE - AP, BIRIAE) ZMERd. T 0 o5 BIFIRZ L LTER O 5
H. ERZBTIEGIORIE 2RO D, BHENOAEREERE TOBREZRD D,

£ BEPNLTERRAFHFICOWTE, FINKTOME, J8ofELe Epl¥— FEljFEz

GleRat FEZ MM U TRERZRT, FEMIIHTR AT R F S iEf e 975,

11.5.2. RLEOFE
BIVKEEMHIE A  (Secondary endpoint) & LC, HEHFLORAEES 23+ 5,
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BEFRREERS

LRVERIAT SR 2 X RIC, AEFROFKBBE, BEEROZ O BREFEXME (Ef) ZHET 5,
Grade3 LA FOAHERHZENA L-HEE (FRFEEOSAT Grade2 UL E) IZoW IR FIE, IR
KO D 95%EEIXH] (IEME) 2R 5, AEFHRSRO Grade ¥)iE1E, NCI-CTCAE v4.0 (IZTE D,

11.5.3. R L AR DO BRI

ATEBRIC W CTHREIFEITIIAT DRV, BTG O IFHRIC & 0 ZatE0BLE D B IR Ok 2 &
D556 LITRBREOGIERHF CE RV LR LNIR - TEHGEE, IBROFEHFIEE
B2,

11.6. MIET—2E=4 ) VI ERE

RIGRTIIMSL T — 2 =4 ) VIV BARERET D, W7 —2E=4 1) 7 RBERITH LR
MY HH LN LB & U CRRAZE L, AR LIS LNt Th D 3 AL EDORIFIZ X
LEATHMIND, MT—2E=4) 7 EARIL, BEOLEWEHERT L2 2B, Jl
WEDDHMLT —FE=H ) T REAREE FIRICEVIERICKBIT 2LZ2ME=2 Y V72TV, £
DOFERZREE X TTFROKICOWTH LIRRE EiE T 5 F 12BET 5.

EYEOBRRIZL D, IRRT A OEFE E IXRRER GO P LGS T — 2 E=4 Y 7
==

R

EEFIEEICTED S,

ll
fel

ES

v

=8

11.7. IR R4
EEIRE T, 5 — 2 M3 D AUEFIN EE SIS 21T 5. e EEE ) [T
E AFE L, BRI R OV T E AR T D,

12. ;R BRR R B HEIE D8 <F B U

(1) HEBETEEEET AP SRR O L7255 2 B OV As £ 5942
T 5.

(2) HBRH OO T 5 720 € OMER LT & 2B RIC S0 SR E 7 R L
P TRREHEIERTIL, Lo VAR O BRI % Tk LT SO A A HERERE O R B 104
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92 & bIT, BELEONE L FMEFREEOR 2/ H L THRREEZ B R ITEH0TEmET
60

13 ABRREHEE., EFREENIIBTHEICETIEE
13.1. ;e BRE M E E & U EEHI R & B O RET
VRRE N B R OVE GRS B A ST 55 AT, UFOFIEIC L0 iT5.,
(1) TRBRIREE R R OV AT B AT, BGTAVAE LD AT, TR R 1R S
TUGTER, GRS TRGTRL G, RFOWM T, 2 OMSERGEH - a5,
(2) BRI R QTSR T B2 T, TSR EATAS AT L 0 HR A & N7 R S M kT
DUEEL - T HOMAT L IRBRIHREIE i R QTS TS B 2 & kT B DI LT AR % VAR
BHEERIC 5 2 5,
(3) RTINS B2 L i L7, AR R LI B AR G 7 AT I OV
T FIARCRT 2 RS TR IR B 00 B AR L. FERE IR 00 B 2 AR E LTl SRR
HERELORRERD.
@) BREEZEBLOE RICES < LM ERHE O O m 0 RS 5 & OB % B4 0
FTE RN T, BRIERFHE R CIEFRE ERREET T 554 bRABEOFIEL 75,

13.2. HEHEITETEIOZE R

MR 1T, BRI REZEONE LR L72hE . EENE 2T TRIBBRO GRS
FICRHT D, ol MEHRTEIEEOLEIL, T O & kIR,

4. ;8BRO1E, PERFELIIRT
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