
FOR ADULT PATIENTS WITH 
PYRUVATE KINASE (PK) DEFICIENCY

The First and Only 
Disease-Modifying Treatment 
for PK Deficiency1

Help restore PK enzymatic activity to 
reduce hemolysis with PYRUKYND®1,2

INDICATION
PYRUKYND is a pyruvate kinase activator indicated for the treatment 
of hemolytic anemia in adults with pyruvate kinase (PK) deficiency.

IMPORTANT SAFETY INFORMATION
Acute Hemolysis: Acute hemolysis with subsequent anemia has 
been observed following abrupt interruption or discontinuation of 
PYRUKYND in a dose-ranging study. Avoid abruptly discontinuing 
PYRUKYND. Gradually taper the dose of PYRUKYND to discontinue 
treatment if possible. When discontinuing treatment, monitor patients 
for signs of acute hemolysis and anemia including jaundice, scleral 
icterus, dark urine, dizziness, confusion, fatigue, or shortness of breath.
PYRUKYND showed statistically significant improvements in Hb and markers of hemolysis 
(indirect bilirubin, reticulocytes, LDH, and haptoglobin) relative to placebo.1,2

Hb=hemoglobin; LDH=lactate dehydrogenase.

Please see additional Important Safety Information throughout 
and accompanying full Prescribing Information for PYRUKYND.

In ACTIVATE,                                       of patients were maintained on 50 mg twice daily188%

Prescribing PYRUKYND®: One oral tablet, 
twice a day1

Assess Hb and transfusion requirement before dose 
increases and up-titrate to gradually increase Hb and 
maximize the effect.

Activate the PK enzyme to improve anemia 
and reduce hemolysis1

UP-TITRATE TO 50 MG TWICE-DAILY DOSE AS APPROPRIATE1*
  Titrate PYRUKYND through sequential doses of 5 mg, 20 mg, and 

50 mg twice daily, with sequential dose increases every 4 weeks 
  If a dose reduction is required for adverse event management, 

tolerability, or for Hb above normal, reduce to the next lower dose

HOW TO TAKE PYRUKYND1

  Direct patients to take tablets orally, with or without food. 
Tablets should be swallowed whole 

  Patients should not split, crush, chew, or dissolve the tablets 
*Some patients may reach and maintain normal Hb levels at 5 mg twice daily or 20 mg twice daily.1

EXAMPLE DOSE TITRATION SCHEDULE
Had a clinically meaningful improvement 

in Hb vs 0% on placebo* 
Patients saw improvements in key markers 

of hemolysis
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PYRUKYND®
40%

on

PYRUKYND is available as 
a twice-daily oral tablet

5years
up to

IMPORTANT SAFETY INFORMATION (cont.)
Hepatic Impairment: Avoid use of PYRUKYND in patients with moderate and 
severe hepatic impairment.

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

REFERENCES: 1. PYRUKYND. Prescribing information. Agios Pharmaceuticals, Inc.; 2022. 2. Data on file. 
Agios Pharmaceuticals, Inc. 3. Grace RF, Glenthøj A, Barcellini W, et al. Durability of hemoglobin response 
and reduction in transfusion burden is maintained over time in patients with pyruvate kinase deficiency 
treated with mitapivat in a long-term extension study. Presented at: American Society of Hematology 
Annual Meeting; December 11-14, 2021; Atlanta, GA. https://ash.confex.com/ash/2021/webprogram/
Paper147711.html. Accessed January 9, 2022. 4. Al-Samkari H, Grace RF, Glenthoej A, et al. Bone mineral 
density remains stable in pyruvate kinase deficiency patients receiving long-term treatment with mitapivat. 
Presented at: American Society of Hematology Annual Meeting; December 11-14, 2021; Atlanta, GA. 

*Clinically meaningful Hb response (≥1.5 g/dL increase from baseline) sustained in ≥2 assessments over 
the 12-week fixed-dose period (weeks 16, 20, and 24).2

Target the enzymatic defect in 
PK deficiency with PYRUKYND1

Learn more at PYRUKYND.com/hcp.

Patients saw improvements 
in jaundice, tiredness, and 

shortness of breath

Has been studied for up to 
5 years in multiple clinical 

studies, which included 
155 patients1,4

WEEKS 1 - 4

2X DAILY

5mg Assess Hb

WEEKS 5 - 8

2X DAILY

20mg Assess Hb

WEEK 9 AND BEYOND

2X DAILY

50mg

IMPORTANT SAFETY INFORMATION (cont.)
Drug Interactions:
• Strong CYP3A Inhibitors and Inducers: Avoid concomitant use.
• Moderate CYP3A Inhibitors: Do not titrate PYRUKYND beyond 20 mg 

twice daily.
• Moderate CYP3A Inducers: Consider alternatives that are not moderate 

inducers. If there are no alternatives, adjust PYRUKYND dosage.
• Sensitive CYP3A, CYP2B6, CYP2C Substrates Including Hormonal 

Contraceptives: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• UGT1A1 Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• P-gp Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

Highlights of PYRUKYND safety profile1

Among 155 patients who received PYRUKYND in clinical trials, 
79% were exposed for longer than 24 weeks.

ADVERSE REACTIONS (≥5) IN PATIENTS RECEIVING PYRUKYND

IMPORTANT SAFETY INFORMATION (cont.)
Adverse Reactions: Serious adverse reactions occurred in 10% of 
patients receiving PYRUKYND in the ACTIVATE trial, including atrial 
fibrillation, gastroenteritis, rib fracture, and musculoskeletal pain, each 
of which occurred in 1 patient. In the ACTIVATE trial, the most common 
adverse reactions including laboratory abnormalities (≥10%) in patients 
with PK deficiency were estrone decreased (males), increased urate, 
back pain, estradiol decreased (males), and arthralgia.

 ||Includes back pain, sciatica, and flank pain.
 ¶Includes arthralgia and joint swelling.
 # Includes hypertriglyceridemia and 
blood triglycerides increased.

**Includes hot fl ush and fl ushing.
 †† Includes arrhythmia, tachycardia, heart rate 

increased and atrial fi brillation.
 ‡‡Includes dry mouth and dry lip.

Please see additional Important 
Safety Information throughout and 
accompanying full Prescribing 
Information for PYRUKYND.

Adverse Reactions

PYRUKYND  (n=40) PLACEBO  (n=39)

All Grades 
(%)

Grade ≥3 
(%)

All Grades 
(%)

Grade ≥3 
(%)

  Back pain|| 15% 0 8% 0

  Arthralgia¶ 10% 0 5% 0

  Hypertriglyceridemia# 8% 5% 3% 0

  Gastroenteritis 8% 3% 0 0

  Hot fl ush** 8% 0 0 0

  Oropharyngeal pain 8% 0 5% 0

  Hypertension 5% 5% 0 0

  Arrhythmia†† 5% 0 0 0

  Breast discomfort 5% 0 0 0

  Constipation 5% 0 0 0

  Dry mouth‡‡ 5% 0 0 0

  Paresthesia 5% 0 0 0
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PYRUKYND® delivered a significant, clinically 
meaningful hemoglobin (Hb) response1

40% of patients receiving PYRUKYND vs 0% of patients on 
placebo met the key efficacy endpoint.

PYRUKYND showed improvement in key 
markers of hemolysis through 24 weeks1

Improvements seen in indirect bilirubin, reticulocytes, haptoglobin, 
and LDH at weeks 16, 20, 24.2 

vs
PYRUKYND 
40%

Placebo
0%

Hb RESPONSE

(P<0.0001)

Response was defined as an Hb increase of ≥1.5 g/dL from baseline in 
≥2 assessments over the 12-week fixed-dose period (weeks 16, 20, and 
24 without transfusions).1

ACTIVATE: A 24-WEEK, RANDOMIZED, PLACEBO-CONTROLLED CLINICAL 
STUDY IN PATIENTS WHO WERE NOT REGULARLY TRANSFUSED1-3*

MOCK OPTIMIZED 
PLACEBO DOSE

LONG-TERM 
EXTENSION
PYRUKYND (n=35)
Placebo (n=36)

12 WEEKS 12 WEEKS

OPTIMIZED 
PYRUKYND DOSE

INDIVIDUALIZED
DOSE OPTIMIZATION

PERIOD
FIXED-DOSE PERIOD

TOTAL
PATIENTS

(N=80)

5 MG      20 MG      50 MG
2x DAILY

5 MG      20 MG      50 MG
2x DAILY

1:1

PLACEBO (n=40)

PYRUKYND (n=40)

Patients on PYRUKYND experienced improvements in tiredness 
and shortness of breath, which are symptoms of PK deficiency.1†

Patients on PYRUKYND saw improvements in jaundice, 
a sign of hemolysis.1§

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

 BL=baseline; LSM=least squares mean. 
 ‡ Baseline was defined as the average of all screening assessments within 45 (42 + 3) days before randomization 
for subjects randomized and not dosed or before start of study treatment for subjects randomized and dosed.2

 § For jaundice symptom change, the difference in LSM of PYRUKYND minus placebo (scale 0-4): -0.4, SE: 0.1 as 
collected in the daily Pyruvate Kinase Deficiency Diary where lower scores represent a lower disease burden.1

* Patients who were homozygous for the c.1436G>A (p.R479H) variant or had 2 non-missense variants 
(without the presence of another missense variant) in the PKLR gene were excluded.1

 † Difference in LS Mean of PYRUKYND minus placebo (scale 0-10): -1.1, SE 0.4 for tiredness and -0.3, SE 0.3 
for shortness of breath, as collected in the daily Pyruvate Kinase Deficiency Diary where lower scores 
represent a lower disease burden.1
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FOR ADULT PATIENTS WITH 
PYRUVATE KINASE (PK) DEFICIENCY

The First and Only 
Disease-Modifying Treatment 
for PK Deficiency1

Help restore PK enzymatic activity to 
reduce hemolysis with PYRUKYND®1,2

INDICATION
PYRUKYND is a pyruvate kinase activator indicated for the treatment 
of hemolytic anemia in adults with pyruvate kinase (PK) deficiency.

IMPORTANT SAFETY INFORMATION
Acute Hemolysis: Acute hemolysis with subsequent anemia has 
been observed following abrupt interruption or discontinuation of 
PYRUKYND in a dose-ranging study. Avoid abruptly discontinuing 
PYRUKYND. Gradually taper the dose of PYRUKYND to discontinue 
treatment if possible. When discontinuing treatment, monitor patients 
for signs of acute hemolysis and anemia including jaundice, scleral 
icterus, dark urine, dizziness, confusion, fatigue, or shortness of breath.
PYRUKYND showed statistically significant improvements in Hb and markers of hemolysis 
(indirect bilirubin, reticulocytes, LDH, and haptoglobin) relative to placebo.1,2

Hb=hemoglobin; LDH=lactate dehydrogenase.

Please see additional Important Safety Information throughout 
and accompanying full Prescribing Information for PYRUKYND.

In ACTIVATE,                                       of patients were maintained on 50 mg twice daily188%

Prescribing PYRUKYND®: One oral tablet, 
twice a day1

Assess Hb and transfusion requirement before dose 
increases and up-titrate to gradually increase Hb and 
maximize the effect.

Activate the PK enzyme to improve anemia 
and reduce hemolysis1

UP-TITRATE TO 50 MG TWICE-DAILY DOSE AS APPROPRIATE1*
  Titrate PYRUKYND through sequential doses of 5 mg, 20 mg, and 

50 mg twice daily, with sequential dose increases every 4 weeks 
  If a dose reduction is required for adverse event management, 

tolerability, or for Hb above normal, reduce to the next lower dose

HOW TO TAKE PYRUKYND1

  Direct patients to take tablets orally, with or without food. 
Tablets should be swallowed whole 

  Patients should not split, crush, chew, or dissolve the tablets 
*Some patients may reach and maintain normal Hb levels at 5 mg twice daily or 20 mg twice daily.1
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Patients saw improvements in key markers 
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IMPORTANT SAFETY INFORMATION (cont.)
Hepatic Impairment: Avoid use of PYRUKYND in patients with moderate and 
severe hepatic impairment.

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

REFERENCES: 1. PYRUKYND. Prescribing information. Agios Pharmaceuticals, Inc.; 2022. 2. Data on file. 
Agios Pharmaceuticals, Inc. 3. Grace RF, Glenthøj A, Barcellini W, et al. Durability of hemoglobin response 
and reduction in transfusion burden is maintained over time in patients with pyruvate kinase deficiency 
treated with mitapivat in a long-term extension study. Presented at: American Society of Hematology 
Annual Meeting; December 11-14, 2021; Atlanta, GA. https://ash.confex.com/ash/2021/webprogram/
Paper147711.html. Accessed January 9, 2022. 4. Al-Samkari H, Grace RF, Glenthoej A, et al. Bone mineral 
density remains stable in pyruvate kinase deficiency patients receiving long-term treatment with mitapivat. 
Presented at: American Society of Hematology Annual Meeting; December 11-14, 2021; Atlanta, GA. 

*Clinically meaningful Hb response (≥1.5 g/dL increase from baseline) sustained in ≥2 assessments over 
the 12-week fixed-dose period (weeks 16, 20, and 24).2

Target the enzymatic defect in 
PK deficiency with PYRUKYND1

Learn more at PYRUKYND.com/hcp.

Patients saw improvements 
in jaundice, tiredness, and 

shortness of breath

Has been studied for up to 
5 years in multiple clinical 

studies, which included 
155 patients1,4

WEEKS 1 - 4

2X DAILY

5mg Assess Hb

WEEKS 5 - 8

2X DAILY

20mg Assess Hb

WEEK 9 AND BEYOND

2X DAILY

50mg

IMPORTANT SAFETY INFORMATION (cont.)
Drug Interactions:
• Strong CYP3A Inhibitors and Inducers: Avoid concomitant use.
• Moderate CYP3A Inhibitors: Do not titrate PYRUKYND beyond 20 mg 

twice daily.
• Moderate CYP3A Inducers: Consider alternatives that are not moderate 

inducers. If there are no alternatives, adjust PYRUKYND dosage.
• Sensitive CYP3A, CYP2B6, CYP2C Substrates Including Hormonal 

Contraceptives: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• UGT1A1 Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• P-gp Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

Highlights of PYRUKYND safety profile1

Among 155 patients who received PYRUKYND in clinical trials, 
79% were exposed for longer than 24 weeks.

ADVERSE REACTIONS (≥5) IN PATIENTS RECEIVING PYRUKYND

IMPORTANT SAFETY INFORMATION (cont.)
Adverse Reactions: Serious adverse reactions occurred in 10% of 
patients receiving PYRUKYND in the ACTIVATE trial, including atrial 
fibrillation, gastroenteritis, rib fracture, and musculoskeletal pain, each 
of which occurred in 1 patient. In the ACTIVATE trial, the most common 
adverse reactions including laboratory abnormalities (≥10%) in patients 
with PK deficiency were estrone decreased (males), increased urate, 
back pain, estradiol decreased (males), and arthralgia.

 ||Includes back pain, sciatica, and flank pain.
 ¶Includes arthralgia and joint swelling.
 # Includes hypertriglyceridemia and 
blood triglycerides increased.

**Includes hot fl ush and fl ushing.
 †† Includes arrhythmia, tachycardia, heart rate 

increased and atrial fi brillation.
 ‡‡Includes dry mouth and dry lip.

Please see additional Important 
Safety Information throughout and 
accompanying full Prescribing 
Information for PYRUKYND.

Adverse Reactions

PYRUKYND  (n=40) PLACEBO  (n=39)

All Grades 
(%)

Grade ≥3 
(%)

All Grades 
(%)

Grade ≥3 
(%)

  Back pain|| 15% 0 8% 0

  Arthralgia¶ 10% 0 5% 0

  Hypertriglyceridemia# 8% 5% 3% 0

  Gastroenteritis 8% 3% 0 0

  Hot fl ush** 8% 0 0 0

  Oropharyngeal pain 8% 0 5% 0

  Hypertension 5% 5% 0 0

  Arrhythmia†† 5% 0 0 0

  Breast discomfort 5% 0 0 0

  Constipation 5% 0 0 0

  Dry mouth‡‡ 5% 0 0 0

  Paresthesia 5% 0 0 0
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PYRUKYND® delivered a significant, clinically 
meaningful hemoglobin (Hb) response1

40% of patients receiving PYRUKYND vs 0% of patients on 
placebo met the key efficacy endpoint.

PYRUKYND showed improvement in key 
markers of hemolysis through 24 weeks1

Improvements seen in indirect bilirubin, reticulocytes, haptoglobin, 
and LDH at weeks 16, 20, 24.2 

vs
PYRUKYND 
40%

Placebo
0%

Hb RESPONSE

(P<0.0001)

Response was defined as an Hb increase of ≥1.5 g/dL from baseline in 
≥2 assessments over the 12-week fixed-dose period (weeks 16, 20, and 
24 without transfusions).1

ACTIVATE: A 24-WEEK, RANDOMIZED, PLACEBO-CONTROLLED CLINICAL 
STUDY IN PATIENTS WHO WERE NOT REGULARLY TRANSFUSED1-3*

MOCK OPTIMIZED 
PLACEBO DOSE

LONG-TERM 
EXTENSION
PYRUKYND (n=35)
Placebo (n=36)

12 WEEKS 12 WEEKS

OPTIMIZED 
PYRUKYND DOSE

INDIVIDUALIZED
DOSE OPTIMIZATION

PERIOD
FIXED-DOSE PERIOD

TOTAL
PATIENTS

(N=80)

5 MG      20 MG      50 MG
2x DAILY

5 MG      20 MG      50 MG
2x DAILY

1:1

PLACEBO (n=40)

PYRUKYND (n=40)

Patients on PYRUKYND experienced improvements in tiredness 
and shortness of breath, which are symptoms of PK deficiency.1†

Patients on PYRUKYND saw improvements in jaundice, 
a sign of hemolysis.1§

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

 BL=baseline; LSM=least squares mean. 
 ‡ Baseline was defined as the average of all screening assessments within 45 (42 + 3) days before randomization 
for subjects randomized and not dosed or before start of study treatment for subjects randomized and dosed.2

 § For jaundice symptom change, the difference in LSM of PYRUKYND minus placebo (scale 0-4): -0.4, SE: 0.1 as 
collected in the daily Pyruvate Kinase Deficiency Diary where lower scores represent a lower disease burden.1

* Patients who were homozygous for the c.1436G>A (p.R479H) variant or had 2 non-missense variants 
(without the presence of another missense variant) in the PKLR gene were excluded.1

 † Difference in LS Mean of PYRUKYND minus placebo (scale 0-10): -1.1, SE 0.4 for tiredness and -0.3, SE 0.3 
for shortness of breath, as collected in the daily Pyruvate Kinase Deficiency Diary where lower scores 
represent a lower disease burden.1
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FOR ADULT PATIENTS WITH 
PYRUVATE KINASE (PK) DEFICIENCY

The First and Only 
Disease-Modifying Treatment 
for PK Deficiency1

Help restore PK enzymatic activity to 
reduce hemolysis with PYRUKYND®1,2

INDICATION
PYRUKYND is a pyruvate kinase activator indicated for the treatment 
of hemolytic anemia in adults with pyruvate kinase (PK) deficiency.

IMPORTANT SAFETY INFORMATION
Acute Hemolysis: Acute hemolysis with subsequent anemia has 
been observed following abrupt interruption or discontinuation of 
PYRUKYND in a dose-ranging study. Avoid abruptly discontinuing 
PYRUKYND. Gradually taper the dose of PYRUKYND to discontinue 
treatment if possible. When discontinuing treatment, monitor patients 
for signs of acute hemolysis and anemia including jaundice, scleral 
icterus, dark urine, dizziness, confusion, fatigue, or shortness of breath.
PYRUKYND showed statistically significant improvements in Hb and markers of hemolysis 
(indirect bilirubin, reticulocytes, LDH, and haptoglobin) relative to placebo.1,2

Hb=hemoglobin; LDH=lactate dehydrogenase.

Please see additional Important Safety Information throughout 
and accompanying full Prescribing Information for PYRUKYND.

In ACTIVATE,                                       of patients were maintained on 50 mg twice daily188%

Prescribing PYRUKYND®: One oral tablet, 
twice a day1

Assess Hb and transfusion requirement before dose 
increases and up-titrate to gradually increase Hb and 
maximize the effect.

Activate the PK enzyme to improve anemia 
and reduce hemolysis1

UP-TITRATE TO 50 MG TWICE-DAILY DOSE AS APPROPRIATE1*
  Titrate PYRUKYND through sequential doses of 5 mg, 20 mg, and 

50 mg twice daily, with sequential dose increases every 4 weeks 
  If a dose reduction is required for adverse event management, 

tolerability, or for Hb above normal, reduce to the next lower dose

HOW TO TAKE PYRUKYND1

  Direct patients to take tablets orally, with or without food. 
Tablets should be swallowed whole 

  Patients should not split, crush, chew, or dissolve the tablets 
*Some patients may reach and maintain normal Hb levels at 5 mg twice daily or 20 mg twice daily.1

EXAMPLE DOSE TITRATION SCHEDULE
Had a clinically meaningful improvement 

in Hb vs 0% on placebo* 
Patients saw improvements in key markers 

of hemolysis
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IMPORTANT SAFETY INFORMATION (cont.)
Hepatic Impairment: Avoid use of PYRUKYND in patients with moderate and 
severe hepatic impairment.

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

REFERENCES: 1. PYRUKYND. Prescribing information. Agios Pharmaceuticals, Inc.; 2022. 2. Data on file. 
Agios Pharmaceuticals, Inc. 3. Grace RF, Glenthøj A, Barcellini W, et al. Durability of hemoglobin response 
and reduction in transfusion burden is maintained over time in patients with pyruvate kinase deficiency 
treated with mitapivat in a long-term extension study. Presented at: American Society of Hematology 
Annual Meeting; December 11-14, 2021; Atlanta, GA. https://ash.confex.com/ash/2021/webprogram/
Paper147711.html. Accessed January 9, 2022. 4. Al-Samkari H, Grace RF, Glenthoej A, et al. Bone mineral 
density remains stable in pyruvate kinase deficiency patients receiving long-term treatment with mitapivat. 
Presented at: American Society of Hematology Annual Meeting; December 11-14, 2021; Atlanta, GA. 

*Clinically meaningful Hb response (≥1.5 g/dL increase from baseline) sustained in ≥2 assessments over 
the 12-week fixed-dose period (weeks 16, 20, and 24).2

Target the enzymatic defect in 
PK deficiency with PYRUKYND1

Learn more at PYRUKYND.com/hcp.

Patients saw improvements 
in jaundice, tiredness, and 

shortness of breath

Has been studied for up to 
5 years in multiple clinical 

studies, which included 
155 patients1,4

WEEKS 1 - 4

2X DAILY

5mg Assess Hb

WEEKS 5 - 8

2X DAILY

20mg Assess Hb

WEEK 9 AND BEYOND

2X DAILY

50mg

IMPORTANT SAFETY INFORMATION (cont.)
Drug Interactions:
• Strong CYP3A Inhibitors and Inducers: Avoid concomitant use.
• Moderate CYP3A Inhibitors: Do not titrate PYRUKYND beyond 20 mg 

twice daily.
• Moderate CYP3A Inducers: Consider alternatives that are not moderate 

inducers. If there are no alternatives, adjust PYRUKYND dosage.
• Sensitive CYP3A, CYP2B6, CYP2C Substrates Including Hormonal 

Contraceptives: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• UGT1A1 Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• P-gp Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

Highlights of PYRUKYND safety profile1

Among 155 patients who received PYRUKYND in clinical trials, 
79% were exposed for longer than 24 weeks.

ADVERSE REACTIONS (≥5) IN PATIENTS RECEIVING PYRUKYND

IMPORTANT SAFETY INFORMATION (cont.)
Adverse Reactions: Serious adverse reactions occurred in 10% of 
patients receiving PYRUKYND in the ACTIVATE trial, including atrial 
fibrillation, gastroenteritis, rib fracture, and musculoskeletal pain, each 
of which occurred in 1 patient. In the ACTIVATE trial, the most common 
adverse reactions including laboratory abnormalities (≥10%) in patients 
with PK deficiency were estrone decreased (males), increased urate, 
back pain, estradiol decreased (males), and arthralgia.

 ||Includes back pain, sciatica, and flank pain.
 ¶Includes arthralgia and joint swelling.
 # Includes hypertriglyceridemia and 
blood triglycerides increased.

**Includes hot fl ush and fl ushing.
 †† Includes arrhythmia, tachycardia, heart rate 

increased and atrial fi brillation.
 ‡‡Includes dry mouth and dry lip.

Please see additional Important 
Safety Information throughout and 
accompanying full Prescribing 
Information for PYRUKYND.

Adverse Reactions
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All Grades 
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  Hot fl ush** 8% 0 0 0

  Oropharyngeal pain 8% 0 5% 0
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FOR ADULT PATIENTS WITH 
PYRUVATE KINASE (PK) DEFICIENCY

The First and Only 
Disease-Modifying Treatment 
for PK Deficiency1

Help restore PK enzymatic activity to 
reduce hemolysis with PYRUKYND®1,2

INDICATION
PYRUKYND is a pyruvate kinase activator indicated for the treatment 
of hemolytic anemia in adults with pyruvate kinase (PK) deficiency.

IMPORTANT SAFETY INFORMATION
Acute Hemolysis: Acute hemolysis with subsequent anemia has 
been observed following abrupt interruption or discontinuation of 
PYRUKYND in a dose-ranging study. Avoid abruptly discontinuing 
PYRUKYND. Gradually taper the dose of PYRUKYND to discontinue 
treatment if possible. When discontinuing treatment, monitor patients 
for signs of acute hemolysis and anemia including jaundice, scleral 
icterus, dark urine, dizziness, confusion, fatigue, or shortness of breath.
PYRUKYND showed statistically significant improvements in Hb and markers of hemolysis 
(indirect bilirubin, reticulocytes, LDH, and haptoglobin) relative to placebo.1,2

Hb=hemoglobin; LDH=lactate dehydrogenase.

Please see additional Important Safety Information throughout 
and accompanying full Prescribing Information for PYRUKYND.

In ACTIVATE,                                       of patients were maintained on 50 mg twice daily188%

Prescribing PYRUKYND®: One oral tablet, 
twice a day1

Assess Hb and transfusion requirement before dose 
increases and up-titrate to gradually increase Hb and 
maximize the effect.

Activate the PK enzyme to improve anemia 
and reduce hemolysis1

UP-TITRATE TO 50 MG TWICE-DAILY DOSE AS APPROPRIATE1*
  Titrate PYRUKYND through sequential doses of 5 mg, 20 mg, and 

50 mg twice daily, with sequential dose increases every 4 weeks 
  If a dose reduction is required for adverse event management, 

tolerability, or for Hb above normal, reduce to the next lower dose

HOW TO TAKE PYRUKYND1

  Direct patients to take tablets orally, with or without food. 
Tablets should be swallowed whole 

  Patients should not split, crush, chew, or dissolve the tablets 
*Some patients may reach and maintain normal Hb levels at 5 mg twice daily or 20 mg twice daily.1

EXAMPLE DOSE TITRATION SCHEDULE
Had a clinically meaningful improvement 

in Hb vs 0% on placebo* 
Patients saw improvements in key markers 

of hemolysis

©2022 Agios Pharmaceuticals, Inc. 
All rights reserved. PYR-US-0099 3/22 

PYRUKYND®
40%

on

PYRUKYND is available as 
a twice-daily oral tablet

5years
up to

IMPORTANT SAFETY INFORMATION (cont.)
Hepatic Impairment: Avoid use of PYRUKYND in patients with moderate and 
severe hepatic impairment.

Please see additional Important Safety Information throughout and 
accompanying full Prescribing Information for PYRUKYND.

REFERENCES: 1. PYRUKYND. Prescribing information. Agios Pharmaceuticals, Inc.; 2022. 2. Data on file. 
Agios Pharmaceuticals, Inc. 3. Grace RF, Glenthøj A, Barcellini W, et al. Durability of hemoglobin response 
and reduction in transfusion burden is maintained over time in patients with pyruvate kinase deficiency 
treated with mitapivat in a long-term extension study. Presented at: American Society of Hematology 
Annual Meeting; December 11-14, 2021; Atlanta, GA. https://ash.confex.com/ash/2021/webprogram/
Paper147711.html. Accessed January 9, 2022. 4. Al-Samkari H, Grace RF, Glenthoej A, et al. Bone mineral 
density remains stable in pyruvate kinase deficiency patients receiving long-term treatment with mitapivat. 
Presented at: American Society of Hematology Annual Meeting; December 11-14, 2021; Atlanta, GA. 

*Clinically meaningful Hb response (≥1.5 g/dL increase from baseline) sustained in ≥2 assessments over 
the 12-week fixed-dose period (weeks 16, 20, and 24).2

Target the enzymatic defect in 
PK deficiency with PYRUKYND1

Learn more at PYRUKYND.com/hcp.

Patients saw improvements 
in jaundice, tiredness, and 

shortness of breath

Has been studied for up to 
5 years in multiple clinical 

studies, which included 
155 patients1,4

WEEKS 1 - 4

2X DAILY

5mg Assess Hb

WEEKS 5 - 8

2X DAILY

20mg Assess Hb

WEEK 9 AND BEYOND

2X DAILY

50mg

IMPORTANT SAFETY INFORMATION (cont.)
Drug Interactions:
• Strong CYP3A Inhibitors and Inducers: Avoid concomitant use.
• Moderate CYP3A Inhibitors: Do not titrate PYRUKYND beyond 20 mg 

twice daily.
• Moderate CYP3A Inducers: Consider alternatives that are not moderate 

inducers. If there are no alternatives, adjust PYRUKYND dosage.
• Sensitive CYP3A, CYP2B6, CYP2C Substrates Including Hormonal 

Contraceptives: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• UGT1A1 Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

• P-gp Substrates: Avoid concomitant use with substrates that have 
narrow therapeutic index.

Highlights of PYRUKYND safety profile1

Among 155 patients who received PYRUKYND in clinical trials, 
79% were exposed for longer than 24 weeks.

ADVERSE REACTIONS (≥5) IN PATIENTS RECEIVING PYRUKYND

IMPORTANT SAFETY INFORMATION (cont.)
Adverse Reactions: Serious adverse reactions occurred in 10% of 
patients receiving PYRUKYND in the ACTIVATE trial, including atrial 
fibrillation, gastroenteritis, rib fracture, and musculoskeletal pain, each 
of which occurred in 1 patient. In the ACTIVATE trial, the most common 
adverse reactions including laboratory abnormalities (≥10%) in patients 
with PK deficiency were estrone decreased (males), increased urate, 
back pain, estradiol decreased (males), and arthralgia.

 ||Includes back pain, sciatica, and flank pain.
 ¶Includes arthralgia and joint swelling.
 # Includes hypertriglyceridemia and 
blood triglycerides increased.

**Includes hot fl ush and fl ushing.
 †† Includes arrhythmia, tachycardia, heart rate 

increased and atrial fi brillation.
 ‡‡Includes dry mouth and dry lip.

Please see additional Important 
Safety Information throughout and 
accompanying full Prescribing 
Information for PYRUKYND.

Adverse Reactions

PYRUKYND  (n=40) PLACEBO  (n=39)

All Grades 
(%)

Grade ≥3 
(%)

All Grades 
(%)

Grade ≥3 
(%)

  Back pain|| 15% 0 8% 0

  Arthralgia¶ 10% 0 5% 0

  Hypertriglyceridemia# 8% 5% 3% 0

  Gastroenteritis 8% 3% 0 0

  Hot fl ush** 8% 0 0 0

  Oropharyngeal pain 8% 0 5% 0

  Hypertension 5% 5% 0 0

  Arrhythmia†† 5% 0 0 0

  Breast discomfort 5% 0 0 0

  Constipation 5% 0 0 0

  Dry mouth‡‡ 5% 0 0 0

  Paresthesia 5% 0 0 0
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