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and if Hgb level exceeds 13.0 g/dL, interrupting treatment until the Hgb decreases to 12.5 g/dL 

or less, and thereafter resuming dosing with a daily dose reduced by 150 mg/day. 

[0018] In certain embodiments, the baseline value is determined immediately prior to the first 

administration of Compound 1  

[0019] In certain embodiments, the Hgb rises rapidly if the Hgb rises more than 1.0 g/dL in any 

2-week period. 

[0020] In certain embodiments, the maximum daily dose is 600 mg/day. 

[0021] In certain embodiments, the daily dose is not increased more frequently than once every 4 

weeks during the course of treatment. 

[0022] In certain, more specific embodiments, decrease in daily dose can occur more frequently 

than once every 4 weeks during the course of treatment.  

[0023] In certain embodiments, the initial daily dose is 300 mg/day. 

[0024] In certain embodiments, the initial daily dose is administered in form of two tablets of 

150 mg of Compound 1 each. 

[0025] In certain embodiments, the initial daily dose is 450 mg/day. 

[0026] In certain embodiments, the initial daily dose is administered in form of three tablets of 

150 mg of Compound I each. 

[0027] In certain embodiments, the initial daily dose is administered in the morning. 

[0028] In certain embodiments, the initial daily dose is administered between 7 am and 2 pm. 

[0029] In certain embodiments, Compound 1 is administered in the form of Formulation I  

[0030] In certain embodiments, Compound 1 is administered in the form of Formulation 2. 

 

4 BRIEF DESCRIPTION OF THE FIGURES 

[0031] Fig. 1A: Relative Bioavailability Results — Plasma concentration of Compound 1 

administered as tablet Formulation 1 and Formulation 2 as described in Section 6.4, shown as 

linear plot. 

[0032] Fig. 1B: Relative Bioavailability Results — Plasma concentration of Compound 1 

administered as tablet Formulation 1 and Formulation 2 as described in Section 6.4, shown as 

semi-log plot. 
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[0033] Fig. 2A: Food Effect Results — Plasma concentration of Compound 1 administered as 

tablet Formulation 2 as described in Section 6.4 under fed and fasted conditions, shown as linear 

plot. 

[0034] Fig. 2B: Food Effect Results — Plasma concentration of Compound 1 administered as 

tablet Formulation 2 as described in Section 6.4 under fed and fasted conditions, shown as semi-

log plot. 

5 DETAILED DESCRIPTION 

[0035] In certain embodiments, provided herein is a method for treating or preventing anemia in 

a patient, wherein the method comprises administering to the patient a pharmaceutically effective 

amount of a compound having a structure of Formula (I), Formula (Il), Formula (Ill), Formula 

(IV), or of Formula (V), or a compound selected from Compound 1, Compound 2, Compound 3, 

Compound 4, Compound 5, Compound 6, Compound 7, Compound 8, Compound 9, Compound 

10, Compound 11, Compound 12, Compound 13, Metabolite 1, and Metabolite 2 or a 

pharmaceutically acceptable salt, solvate, or hydrate thereof. In certain embodiments, the patient 

has anemia secondary to non-dialysis dependent chronic kidney disease. In certain embodiments, 

the pharmaceutically effective amount is suitable to increase the level of hemoglobin by at least 

about 0.2 g/dL, 0.3 g/dL, 0.4 g/dL, 0.5 g/dL, by at least about 0.6 g/dL, by at least about 0.7 g/dL, 

by at least about 0.8 g/dL, by at least about 0.9 g/dL, by at least about 1.0 g/dL, by at least about 

1.2 g/dL, or by at least about 1.5 g/dL relative to a baseline hemoglobin level in the patient while: 

a) restoring or maintaining the diurnal pattern of EPO serum levels; and/or b) increasing the total 

iron binding capacity; and/or c) increasing the total iron binding capacity without increasing 

significantly the total iron levels; and/or d) not significantly decreasing hepcidin levels. 

[0036] General methods of treatment are described in Section 5.5. Diseases treatable with the 

compounds and methods described herein are described in Section 5.6. Treatment and dosing 

regimens using these compounds are described in Section 5.7. Combination therapies using the 

compositions described herein are described in Section 5.8. The specific patient populations to 

be treated with the compounds and methods described herein are described in Section 5.4. 
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of {[5-(3-fluorophenyl)-3-hydroxypyridine-2-carbonyl]amino}acetic acid. In certain alternative 

embodiments, the compound may be a hydrate of {[5-(3-fluorophenyl)-3-hydroxypyridine-2 

carbonyl]amino}acetic acid. In certain preferred embodiments, the invention relates to the 

compound in its parent form (i.e., not a salt, solvate, or hydrate). In certain alternative preferred 

embodiments, the invention relates to the compound or a pharmaceutically acceptable salt 

thereof. 

[0071] As used herein, the term "HIF prolyl hydroxylase" is art-recognized and may be 

abbreviated as "PHD." HIF prolyl hydroxylase is also known as "prolyl hydroxylase domain-

containing protein" which may be abbreviated as "PHD " In this regard, there are three different 

PHD isoforms, PHDI, PHD2, and PHD3, also referred to as EGLN2, EGLNI, and EGLN3, or 

HPH3, HPH2, and HPHI, respectively. In certain embodiments, HIF prolyl hydroxylase may 

refer to a particular target of the enzyme (e.g., HIF-1α prolyl hydroxylase, HIF-2α prolyl 

hydroxylase, and/or HIF-3α prolyl hydroxylase). 

[0072] As used herein, "Formulation l" and "Formulation 2" are pharmaceutical formulations of 

Compound 1 as described in Section 6.4. 

[0073] Further abbreviations and acronyms are given in the table below. 

ACTH adrenocorticotropic hormone 

 AE adverse event 

ALT alanine aminotransferase (SGPT) 

ANOVA analysis of variance 

AST aspartate aminotransferase (SGOT) 

BUN blood urea nitrogen 

C Celsius 

CBC complete blood count 

CHF congestive heart failure 

CKD chronic kidney disease 

CKD-EPI Chronic Kidne Disease Epidemiology Collaboration 

CMH Cochran-Mantel-Haenszel 

CPK creatine phosphokinase 

CRF case report form 

CRO contract research organization  

CS clinically significant 

CV cardiovascular 

CVD cardiovascular disease 

dL deciliter 

DVT deep venous thrombosis 

EAC Endpoint Adjudication Committee 

ECG electrocardiogram 
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administered in a formulation as described in Section 5.3; taking a first measurement of the 

hemoglobin level in the patient and subsequently taking a second measurement of the 

hemoglobin level in the patient, wherein if the hemoglobin level in the patient at the second 

measurement is equal to or above 11.0, 11.5, 12.0, 12.5, 13.0, 13.5, or 14.0g/dL if the patient is 

an adult male or 10.5, 11.0, 11.5, 12.0, 12.5, 13.0, or 13.5 g/dL if the patient is an adult female, 

then administering an adjusted daily dose of the compound that is less than the initial daily dose. 

In certain such embodiments, dosing is suspended. In certain such embodiments, dosing will be 

suspended if Hgb rises to ≥11.0, 11.5, 12.0, 12.5, 13.0, 13.5, or 14.0g/dL if the patient is an adult 

male or to ≥10.5, 11.0, 11.5, 12.0, 12.5, 13.0, or 13.5 g/dL if the patient is an adult female, and 

will not be restarted until Hgb reduces to ≤ 10.5, 11.0, 11.5, 12.0, 12.5, 13.0, or 13.5 g/dL if the 

patient is an adult male or ≤ 10.0, 10.5, 11.0, 11.5, 12.0, 12.5, or 13.0 g/dL if the patient is an 

adult female. Factors that may temporarily change the Hgb level should be considered before 

suspending the dose. Hgb is assessed every 2 weeks during this time period. The dose adjustment 

methods described herein may be applied in treatment regimens using any compound described 

herein, or any combination thereof. 

[00249] Dosing Algorithm 

[00250] In certain embodiments, the dose may be adjusted by administering to a patient having 

anemia an initial daily dose of a compound as described in Section 5.2 administered in a 

formulation as described in Section 5.3 (specifically, Formulation 1 or 2; see Section 6.4), taking 

a first measurement of the hemoglobin level in the patient and subsequently taking a second 

measurement of the hemoglobin level in the patient, and adjusting the dose as described below 

In certain embodiments, the first measurement is a baseline measurement. In certain 

embodiments, the dose may be adjusted by administering to a patient having anemia an initial 

daily dose of a compound which is Compound 1 administered in a formulation as described in 

Section 5.3, taking a first measurement of the hemoglobin level in the patient and subsequently 

taking a second measurement of the hemoglobin level in the patient, and adjusting the dose as 

described below. 

[00251] In certain embodiments, hemoglobin levels can be determined and monitored, e.g., via 

a HemoCue® point of care Hgb monitoring system, throughout the study to determine if the dose 

of study medication will be adjusted. In certain embodiments, Hgb can be obtained via 

HemoCue® every 2 weeks for monitoring for dose adjustment. In certain embodiments, Hgb 
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can be obtained via HemoCue® every 4 weeks, unless more frequent monitoring is clinically 

indicated or warranted based on dosing changes. In certain embodiments, Hgb can be obtained 

via HemoCue® every 4, 6, 8, 10, 12 or 16 weeks. In certain embodiments, hemoglobin can also 

be assessed with a complete blood count (CBC) through the central laboratory for efficacy and 

safety evaluations; however, dose adjustments are based on the local HemoCue® Hgb value. In 

certain embodiments, the aim is to increase and maintain a Hgb level of 10-11 g/dL. In certain 

embodiments, the aim is to increase and maintain a Hgb level of 10-12 g/dL. In certain 

embodiments, the aim is to increase and maintain a Hgb level of 10-13 g/dL. 

[00252] In certain embodiments, Compound l is administered in a formulation as described in 

Section 5.3, specifically Formulation 1 or 2 (see Section 6.4), and is dosed according to the 

following dose-adjustment algorithm guidelines. When adjusting therapy, Hgb rate of rise, rate 

of decline, and variability is considered. A single Hgb excursion may not require a dosing 

change. 

5.7.3  Dose Adjustment Procedure in Patients with Chronic Kidney Disease 

[00253] In certain embodiments, the dosing of a Compound 1 is adjusted during the course of 

treatment of a patient as described below. In certain specific embodiments, the dose is adjusted 

to correct anemia in a patient. In certain specific embodiments, the patient has non-dialysis 

dependent chronic kidney disease (NDD-CKD). In a specific embodiment, Compound 1 is 

formulated as Formulation 1 or Formulation 2. 

[00254] In certain embodiments, a baseline value is determined immediately prior to the first 

administration of Compound l. In certain embodiments, the initial daily dose administered to the 

patients is 300 mg/day. In certain specific embodiments, the initial daily dose is administered in 

form of two tablets of 150 mg each. In certain embodiments, the initial daily dose administered 

to the patients is 450 mg/day. In certain specific embodiments, the initial daily dose is 

administered in form of three tablets of 150 mg each. In certain specific embodiments, the initial 

daily dose is administered in the morning. In certain specific embodiments, the initial daily dose 

is administered between 7 am and 2 pm. 

[00255] In certain embodiments, the daily dose of Compound 1 is not increased more frequently 

than once every 4 weeks during the course of treatment. Decreases in daily dose can occur more 

frequently, but frequent dose adjustments are to be avoided. 
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CLAIMS 

1.  An oral dosage formulation that is a tablet comprising an intra-granular component, 

an extra-granular component, and a film coating component, 

wherein the intra-granular component comprises 

55% to 75% by weight of {[5-(3-chlorophenyl)-3-hydroxypyridine-2-

carbonyl]amino}acetic acid,  

 

 (Compound 1)  

or a pharmaceutically acceptable salt thereof, 

15% to 35% by weight of an insoluble diluent or carrier, 

2.0% to 4.0% by weight of a disintegrant, and 

1.8% to 3.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

2.0% to 4.0% by weight of a disintegrant, 

0.15% to 0.35% by weight of a glidant, and 

0.35% to 1.15% by weight of a lubricant; 

wherein the film coating component comprises 1.0% to 8% by weight of a tablet coating; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

2.  The formulation of claim 1 

wherein the intra-granular component comprises 

60% to 70% by weight of Compound 1, 

20% to 30% by weight of an insoluble diluent or carrier, 

2.5% to 3.5% by weight of a disintegrant, and 

2.3% to 3.3% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

2.5% to 3.5% by weight of a disintegrant, 

0.2% to 0.3% by weight of a glidant, and 

0.55% to 0.95% by weight of a lubricant; 

wherein the film coating component comprises 1.0% to 8% by weight of a tablet coating; and 
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wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

3.  The formulation of claim 1 

wherein the intra-granular component comprises 

60% by weight of Compound 1, 

30% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

4.  The formulation of claim 1 

wherein the intra-granular component comprises 

65% by weight of Compound 1, 

25% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

5.  The formulation of claim 1 

wherein the intra-granular component comprises 

70% by weight of Compound 1, 

20% by weight of an insoluble diluent or carrier, 
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3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

6.  The formulation of claim 1 

wherein the intra-granular component comprises 

75% by weight of Compound 1, 

15% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

7.  The oral dosage formulation of claim 1, wherein the intra-granular components 

comprise Compound 1 , microcrystalline cellulose, sodium starch glycolate, and 

hydroxypropyl methylcellulose, wherein the extra-granular components comprise sodium 

starch glycolate, colloidal silicon dioxide, and magnesium stearate, and wherein the film-

coating components comprise Opadry®. 

 

8.  The formulation of claim 7 

wherein the intra-granular component comprises 

55% to 75% by weight of Compound 1, 

15% to 35% by weight of microcrystalline cellulose, 



152 
 

2.0% to 4.0% by weight of sodium starch glycolate, and 

1.8% to 3.8% by weight of a hydroxypropyl methylcellulose; 

wherein the extra-granular component comprises 

2.0% to 4.0% by weight of a sodium starch glycolate, 

0.15% to 0.35% by weight of colloidal silicon dioxide, and 

0.35% to 1.15% by weight of magnesium stearate; 

wherein the film coating component comprises 1.0% to 8% by weight of Opadry®; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

9.  The formulation of claim 7 

wherein the intra-granular component comprises 

60% to 70% by weight of Compound 1, 

20% to 30% by weight of microcrystalline cellulose, 

2.5% to 3.5% by weight of sodium starch glycolate, and 

2.3% to 3.3% by weight of a hydroxypropyl methylcellulose; 

wherein the extra-granular component comprises 

2.5% to 3.5% by weight of a sodium starch glycolate, 

0.2% to 0.3% by weight of colloidal silicon dioxide, and 

0.55% to 0.95% by weight of magnesium stearate; 

wherein the film coating component comprises 1.0% to 8% by weight of Opadry®; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

10.  The formulation of claim 7 

wherein the intra-granular component comprises 

60% by weight of Compound 1, 

30% by weight of microcrystalline cellulose, 

3% by weight of sodium starch glycolate, and 

2.8% by weight of a hydroxypropyl methylcellulose; 

wherein the extra-granular component comprises 

3% by weight of a sodium starch glycolate, 

0.25% by weight of colloidal silicon dioxide, and 

0.75% by weight of magnesium stearate; 

wherein the film coating component comprises 2.0% to 6.0% by weight of 

Opadry®; and 
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wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

11.  The formulation of claim 7 

wherein the intra-granular component comprises 

65% by weight of Compound 1, 

25% by weight of microcrystalline cellulose, 

3% by weight of sodium starch glycolate, and 

2.8% by weight of a hydroxypropyl methylcellulose; 

wherein the extra-granular component comprises 

3% by weight of a sodium starch glycolate, 

0.25% by weight of colloidal silicon dioxide, and 

0.75% by weight of magnesium stearate; 

wherein the film coating component comprises 2.0% to 6.0% by weight of Opadry®; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

12.  The formulation of claim 7 

wherein the intra-granular component comprises 

70% by weight of Compound 1, 

20% by weight of microcrystalline cellulose, 

3% by weight of sodium starch glycolate, and 

2.8% by weight of a hydroxypropyl methylcellulose; 

wherein the extra-granular component comprises 

3% by weight of a sodium starch glycolate, 

0.25% by weight of colloidal silicon dioxide, and 

0.75% by weight of magnesium stearate; 

wherein the film coating component comprises 2.0% to 6.0% by weight of Opadry®; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

13.  The formulation of claim 7 

wherein the intra-granular component comprises 

75% by weight of Compound 1, 

15% by weight of microcrystalline cellulose, 

3% by weight of sodium starch glycolate, and 

2.8% by weight of a hydroxypropyl methylcellulose; 
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wherein the extra-granular component comprises 

3% by weight of a sodium starch glycolate, 

0.25% by weight of colloidal silicon dioxide, and 

0.75% by weight of magnesium stearate; 

wherein the film coating component comprises 2.0% to 6.0% by weight of Opadry®; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

14.  The formulation of any one of claims 1-13, wherein the intra-granular component 

comprises about 150 mg of Compound 1. 

 

15.  The formulation of any one of claims 1-14 for use in treating anemia comprising 

administering to a patient a formulation comprising intra-granular components, extra-granular 

components, and film coating components, wherein the intra-granular components comprise 

Compound 1, an insoluble diluent or carrier, a disintegrant, and a diluent or filler; wherein the 

extra-granular components comprise a disintegrant, a glidant, and/or a lubricant, and wherein 

the film coating components comprise a tablet coating. 

 

16.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

55% to 75% by weight of Compound 1, 

15% to 35% by weight of an insoluble diluent or carrier, 

2.0% to 4.0% by weight of a disintegrant, and 

1.8% to 3.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

2.0% to 4.0% by weight of a disintegrant, 

0.15% to 0.35% by weight of a glidant, and 

0.35% to 1.15% by weight of a lubricant; 

wherein the film coating component comprises 1.0% to 8% by weight of a tablet coating; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

17.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

60% to 70% by weight of Compound 1, 

20% to 30% by weight of an insoluble diluent or carrier, 
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2.5% to 3.5% by weight of a disintegrant, and 

2.3% to 3.3% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

2.5% to 3.5% by weight of a disintegrant, 

0.2% to 0.3% by weight of a glidant, and 

0.55% to 0.95% by weight of a lubricant; 

wherein the film coating component comprises 1.0% to 8% by weight of a tablet coating; and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

18.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

60% by weight of Compound 1, 

30% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

19.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

65% by weight of Compound 1, 

25% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 
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wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

20.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

70% by weight of Compound 1, 

20% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

 

21.  The formulation for use of claim 15 

wherein the intra-granular component comprises 

75% by weight of Compound 1, 

15% by weight of an insoluble diluent or carrier, 

3% by weight of a disintegrant, and 

2.8% by weight of a diluent or filler; 

wherein the extra-granular component comprises 

3% by weight of a disintegrant, 

0.25% by weight of a glidant, and 

0.75% by weight of a lubricant; 

wherein the film coating component comprises 2.0% to 6.0% by weight of a tablet coating; 

and 

wherein the weight is the total weight of all intra-granular and extra-granular components. 

22.  The formulation of any one of claims 1–14 for use in treating anemia secondary to 

non-dialysis dependent chronic kidney disease, comprising administering to a patient having 
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anemia secondary to non-dialysis dependent chronic kidney disease, wherein the formulation 

is suitable for administration of a daily dose of Compound 1 that is about 150 mg, about 300 

mg, about 450 mg, about 600 mg, or about 750 mg of Compound 1. 

23.  The formulation of any one of claims 1–14 for use in treating anemia secondary to 

non-dialysis dependent chronic kidney disease, comprising administering a sufficient number 

of successive doses of a HIF prolyl hydroxylase inhibitor or a HIF-alpha stabilizer to a 

patient having anemia secondary to non-dialysis dependent chronic kidney disease wherein 

the patient has at least 2, 3, 4, 5 or all of (i) an estimated glomerular filtration rate (eGFR) of 

less than 60 mL/min/1.73m
2
, wherein the subject is not on dialysis and not expected to start 

dialysis within 3 months of beginning of treatment, (ii) a hemoglobin level of less than 10.0 

g/dL prior to commencement of treatment, (iii) a ferritin level equal to or above 100 ng/mL 

within 4 weeks of commencement of treatment, (iv) a transferrin saturation (TSAT) level 

equal to or above 20% within 4 weeks commencement of treatment, (v) a folate measurement 

equal to or above the lower limit of normal within 4 weeks commencement of treatment, (vi) 

a vitamin B12 measurement equal to or above the lower limit of normal within 4 weeks 

commencement of treatment, and (vii) an age of at least 18 years. 

24.  The formulation of any one of claims 1–14 for use in treating anemia secondary to 

non-dialysis dependent chronic kidney disease, comprising administering a sufficient number 

of successive doses of a HIF prolyl hydroxylase inhibitor or a HIF-alpha stabilizer to a 

patient having anemia secondary to non-dialysis dependent chronic kidney disease wherein 

the patient has at least 2, 3, 4, 5 or all of (i) an estimated glomerular filtration rate (eGFR) of 

less than 65 mL/min/1.73m
2
, wherein the subject is not on dialysis and not expected to start 

dialysis within 3 months of beginning of treatment, (ii) a hemoglobin level of less than 10.0 

g/dL prior to commencement of treatment, (iii) a ferritin level equal to or above 50 ng/mL 

within 4 weeks of commencement of treatment, (iv) a transferrin saturation (TSAT) level 

equal to or above 15% within 4 weeks commencement of treatment, (v) a folate measurement 

equal to or above the lower limit of normal within 4 weeks commencement of treatment, (vi) 

a vitamin B12 measurement equal to or above the lower limit of normal within 4 weeks 

commencement of treatment, and (vii) an age of at least 18 years. 

25.  The formulation of any one of claims 1–14 for use in treating anemia in a patient 

having non-dialysis dependent chronic kidney disease comprising:  
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administering to the patient an initial daily dose of Compound 1; if the Hgb has not 

increased by more than 0.5 g/dL above the baseline value after 4 weeks of daily 

administration at the initial daily dose of Compound 1, increasing the daily dose by 150 

mg/day of Compound 1, and increasing the daily dose by 150 mg/day every 4 weeks until 

Hgb is above 10.0 g/dL; 

if the Hgb rises rapidly during treatment, reducing the daily dose by 150 mg/day; if 

the Hgb falls below 10.0 g/dL, increasing the daily dose by 150 mg/day; 

if the Hgb level exceeds 11.0 g/dL, interrupting treatment until the Hgb decreases to 

10.5 g/dL or less, and thereafter resuming daily dosing with a daily dose reduced by 

150 mg/day; and 

if a dose adjustment is required to maintain Hgb at the desired level, adjusting the 

daily dose by 150 mg/day. 

26.  The formulation of any one of claims 1–14 for use in treating anemia in a patient 

having non-dialysis dependent chronic kidney disease comprising:  

administering to the patient an initial daily dose of Compound 1; if the Hgb has not 

increased by more than 0.5 g/dL above the baseline value after 4 weeks of daily 

administration at the initial daily dose of Compound 1, increasing the daily dose by 150 

mg/day of Compound 1, and increasing the daily dose by 150 mg/day every 4 weeks until 

Hgb is above 10.0 g/dL; 

if the Hgb rises rapidly during treatment, reducing the daily dose by 150 mg/day; if 

the Hgb falls below 10.0 g/dL, increasing the daily dose by 150 mg/day; 

if the Hgb level exceeds 12.0 g/dL, reducing the daily dose by 150 mg/day, and if 

Hgb level exceeds 13.0 g/dL, interrupting treatment until the Hgb decreases to 12.5 g/dL or 

less, and thereafter resuming daily dosing with a daily dose reduced by 150 mg/day; and 

if a dose adjustment is required to maintain Hgb at the desired level, adjusting the 

daily dose by 150 mg/day. 

27.  The formulation of any one of claims 1–14 for use in treating anemia in a patient 

having non-dialysis dependent chronic kidney disease comprising:  

administering to the patient an initial daily dose of Compound 1; if a dose adjustment 

is required to maintain Hgb at the desired level, adjusting the daily dose by 150 mg/day; 

if the Hgb rises rapidly during treatment, reducing the daily dose by 150 mg/day; if 

the Hgb falls below 10.0 g/dL, increasing the daily dose by 150 mg/day; and if the Hgb level 
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exceeds 11.0 g/dL, interrupting treatment until the Hgb decreases to 10.5 g/dL or less, and 

thereafter resuming dosing with a daily dose reduced by 150 mg/day. 

 

28.  The formulation of any one of claims 1–14 for use in treating anemia in a patient 

having non-dialysis dependent chronic kidney disease comprising:  

administering to the patient an initial daily dose of Compound 1; if a dose adjustment 

is required to maintain Hgb at the desired level, adjusting the daily dose by 150 mg/day; 

if the Hgb rises rapidly during treatment, reducing the daily dose by 150 mg/day; if 

the Hgb falls below 10.0 g/dL, increasing the daily dose by 150 mg/day; and if the Hgb level 

exceeds 12.0 g/dL, reducing the daily dose by 150 mg/day, and if Hgb level exceeds 13.0 

g/dL, interrupting treatment until the Hgb decreases to 12.5 g/dL or less, and thereafter 

resuming dosing with a daily dose reduced by 150 mg/day. 

29.  The formulation for use according to claim 25 or 26, wherein the baseline value is 

determined immediately prior to the first administration of Compound 1. 

30.  The formulation for use of any of claims 25–28, wherein the Hgb rises rapidly if the 

Hgb rises more than 1.0 g/dL in any 2-week period. 

31.  The formulation for use of any of claims 25–28, wherein the maximum daily dose is 

600 mg/day. 

32.  The formulation for use of any of claims 25–28, wherein the daily dose is not 

increased more frequently than once every 4 weeks during the course of treatment. 

33.  The formulation for use of any of claims 25–28, wherein the daily dose is decreased 

more frequently than once every 4 weeks during the course of treatment. 

34.  The formulation for use of any of claims 25–28, wherein the initial daily dose is 300 

mg/day. 

35.  The formulation for use of claim 34, wherein the initial daily dose is to be 

administered in form of two tablets of 150 mg of Compound 1 each. 

36.  The formulation for use of any of claims 25–28, wherein the initial daily dose is 450 

mg/day. 
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37.  The formulation for use of claim 36, wherein the initial daily dose is to be 

administered in form of three tablets of 150 mg of Compound 1 each. 

38.  The formulation for use of claim 35 or 37, wherein the initial daily dose is to be 

administered in the morning. 

39.  The formulation for use of claim 35 or 37, wherein the initial daily dose is to be 

administered between 7 am and 2 pm. 

40.  The formulation for use of any of claims 25–39, wherein Compound 1 is to be 

administered in the form of Formulation 2. 

41.  The formulation for use of any one of claims 25-40, wherein the intra-granular 

component comprises about 150 mg of Compound 1. 

 


