


SUPPLEMENTARY MATERIALS

[bookmark: _GoBack]Supplemental Figure Legends
Fig. S1. Time Course of Roxadustat Dose Levels for the 50 mg (A) and 70 mg (B) Initial Dose Groups (Safety Analysis Set)
Abbreviation: w, week.

Fig. S2. Mean (SD) Concentrations of Iron (Full Analysis Set)
Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S3. Mean (SD) Concentrations of Ferritin (Full Analysis Set)
Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S4. Mean (SD) Concentrations of Transferrin (Full Analysis Set)
Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S5. Mean (SD) of Transferrin Saturation (Full Analysis Set)
[bookmark: _Hlk9436938]Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S6. Mean (SD) of Reticulocyte Hb (Full Analysis Set)
[bookmark: _Hlk8984070]Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S7. Mean (SD) Concentrations of Total Iron Binding Capacity (Full Analysis Set)
[bookmark: _Hlk15397363]Abbreviations: EoT, end of treatment; PSC, prescreening; SD, standard deviation; w, week.

Fig. S8. Mean (SD) Concentrations of Soluble Transferrin Receptor (Full Analysis Set)
Abbreviations: EoT, end of treatment; SD, standard deviation; w, week.

Fig. S9. Mean (SD) Concentrations of Hepcidin (Full Analysis Set)
Abbreviations: EoT, end of treatment; SD, standard deviation; w, week.



Supplemental Table 1. Dose Adjustment Rules
	Roxadustat

	[bookmark: _Hlk526416237]Difference in Hb level between the current week and the previous 4 weeks 
	Weekly pre-dialysis Hb level 

	
	<10.5 g/dL
	≥10.5 g/dL to 
≤11.5 g/dL
	>11.5 g/dL to 
≤12.5 g/dL

	<-1 g/dL
	One-step increase
	One-step increase
	No change

	≥-1 g/dL to ≤1 g/dL
	One-step increase
	No change
	One-step reduction

	>1 g/dL
	No change
	One-step reduction
	One-step reduction


Abbreviation: Hb, hemoglobin. 



Supplemental Table 2. Dose Adjustment Steps
	Step
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10

	Roxadustat dose (mg)
	20
	40
	50
	70
	100
	120
	150
	200
	250
	300





Supplemental Methods:

Inclusion Criteria
The patient was eligible for the study if all of the following applied:
1. Patients who had given written informed consent by themselves
2. Patients aged 20 years or more at informed consent acquisition
3. Patients who were diagnosed with non–dialysis-dependent (NDD) chronic kidney disease (CKD), with prescreening estimated glomerular filtration (eGFR) within the range below, and for whom renal replacement therapy (i.e., dialysis, renal transplantation) was considered unnecessary during the study period
a. eGFR ≤89 mL/min/1.73 m2
b. eGFR was calculated by the equation for estimation by using creatinine (Cr) and age (at the prescreening assessments)
c. Male: eGFR (mL/min/1.73 m2) = 194 x Cr−1.094 x age−0.287
d. Female: eGFR (mL/min/1.73 m2) = 194 x Cr−1.094 x age−0.287 x 0.739
4. Mean of a patient’s two most recent Hb levels just before registration during the screening period (two Hb levels had to be measured with at least a 1-week interval) had to satisfy the following: 
a. Mean of the two levels <10.5 g/dL
b. Absolute difference ≤1.3 g/dL between the two levels
5. Patients with either transferrin saturation (TSAT) of ≥5% or serum ferritin of ≥30 ng/mL during the screening period
6. Female patients had to fulfill the following conditions:
a. Non-childbearing potential female patients
i. Post-menopausal (defined as at least 1 year without any menses) prior to the prescreening assessments, or
ii. Documented surgically sterile
b. Childbearing potential female patients (patients who did not correspond above)
i. Agreed not to try to become pregnant during the study after informed consent acquisition and for 28 days after the final study drug administration
ii. And had a negative pregnancy test at the prescreening assessments
iii. And, if heterosexually active, agreed to consistently use two forms of highly effective birth control† (at least one of which had to be a barrier method) starting at screening and throughout the study period and for 28 days after the final study drug administration
7. Female patients had to agree not to breastfeed starting at screening and throughout the study period, and for 28 days after the final study drug administration
8. Female patients had to agree not to donate ova starting at screening and throughout the study period, and for 28 days after the final study drug administration
9. Male patients and their female spouse/partners who were of childbearing potential had to be using two forms of highly effective birth control† (at least one of which had to be a barrier method) starting at screening, continuing throughout the study period, and for 12 weeks after the final study drug administration
10. Male patients had to agree not to donate sperm starting at screening and throughout the study period, and for 12 weeks after the final study drug administration
† Highly effective forms of birth control included:
· Consistent and correct usage of established oral contraception
· Established intrauterine device or intrauterine system
· Barrier methods of contraception: condom or occlusive cap
· Calendar-based contraceptive methods (Knaus-Ogino or rhythm method)

Exclusion Criteria
The patient was excluded from participation if any of the following applied:
1. Concurrent untreated retinal neovascular lesion (proliferative diabetic retinopathy, exudative age-related macular degeneration, retinal vein occlusion, etc.) and macular edema requiring treatment
2. Concurrent autoimmune disease with inflammation that could have impacted erythropoiesis (systemic lupus erythematosus, rheumatoid arthritis, Sjögren’s syndrome, celiac disease, etc.)
3. History of gastric/intestinal resection considered influential on the absorption of drugs in the gastrointestinal tract (excluding resection of gastric or colon polyps) or concurrent gastroparesis
4. Uncontrolled hypertension (more than one-third of identifiable diastolic blood pressure values above 100 mmHg within 12 weeks prior to and including the prescreening assessments)
5. Concurrent congestive heart failure (New York Heart Association Class III or greater)
6. History of hospitalization for treatment of stroke, myocardial infarction, or pulmonary embolism within 12 weeks before the prescreening assessments
7. Positive for hepatitis B virus surface antigen or hepatitis C virus antibody at the prescreening assessments or positive for human immunodeficiency virus in a past test
8. Concurrent form of anemia other than renal anemia (hemolytic anemia, pancytopenia, hemorrhagic anemia, etc.)
9. Had received treatment with erythropoiesis stimulating agents, protein anabolic hormone, testosterone enanthate, or mepitiostane within 6 weeks before the prescreening assessments
10. Aspartate aminotransferase, alanine aminotransferase, or total bilirubin that was greater than the criteria below, or other previous or concurrent serious liver disease (acute or active chronic hepatitis, cirrhosis, etc.) at the prescreening assessments
a. Aspartate aminotransferase: 2 × upper limit of normal
b. Alanine aminotransferase: 2 × upper limit of normal
c. Total bilirubin: 1.5 × upper limit of normal
11. Previous or current malignant tumor (no recurrence for at least 5 years was eligible)
12. Had undergone red blood cell transfusion or a surgical procedure considered to promote anemia within 4 weeks before the prescreening assessments
13. Had undergone kidney transplantation 
14. History of serious drug allergy including anaphylactic shock 
15. Had a previous history of treatment with roxadustat
16. Participation in another clinical study or post marketing clinical study (including that of a medical device) within 12 weeks before informed consent acquisition
17. Employed by the sponsor, or contract research organizations, site management organizations or study sites involved in this study
18. Other patients considered ineligible for the study by the investigator or sub-investigator
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