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• Sickle cell disease (SCD) is a blood disorder caused by a mutation in the hemoglobin gene leading 
to red blood cell rigidity and decreased oxygen-carrying capacity. These abnormal cells can block 
blood flow, leading to pain, infections, and potential organ damage.1 

• Mitapivat is an oral, small-molecule allosteric activator of pyruvate kinase, a key enzyme in red blood 
cells metabolism, that improves SCD survival.2-3

o   Mitapivat has a dual mechanism of action in SCD: it increases adenosine triphosphate (ATP) in red  
     blood cell (RBCs), and decreases2,3−diphosphoglycerate, thereby increasing hemoglobin oxygen  
     affinity and diminishing hemoglobin S polymerization and RBC sickling. These mechanisms result       
     in improved survival.2

• The phase III RISE UP trial evaluated the safety and efficacy of mitapivat in patients with SCD.3-4 

• Mitapivat was found to be well tolerated and improved clinical markers of SCD, however it is unclear 
how these findings will influence real-world use of mitapivat.3-4 

• Participating physicians (N=65) represented all four census regions (Northeast, Midwest, South, West) 
of the US, split between medical (52%) and hematology (48%) oncology specialty, with an average of 
15 years in practice, and a mean patient volume of 18 patients per day on clinic days (Table 1). 

• Respondents most commonly reported that they had 1-3 (27%) unique patients with SCD in the last 
3 months (Figure 1).

• Among participating physicians, 41% reported they personally managed patients with SCD or 
β-thalassemia in longitudinal care in both outpatient and inpatient settings, 11% in the outpatient 
setting only, 10% in the inpatient setting only, and 5% in the emergency care setting only. Twenty-one 
percent reported other physicians manage those patients and 13% refer them elsewhere (Figure 2). 

• Respondents reported that efficacy (38%), payer approval (37%), patient’s quality of life (33%), and 
therapy availability (30%) were the factors most influential on their SCD prescribing behavior, when 
asked to select three factors (Table 2). 

• After reviewing the RISE UP data, respondents reported they were very likely (59%) or somewhat 
likely (17%) to prescribe mitapivat if it was FDA approved (Figure 3).

1. Sickle Cell Disease: Milestones in Research and Clinical Progress. 2024. NIH Publication No. 24-HL-7657.

2. van Dijk MJ, Ruiter TJJ, van der Veen S, Rab MAE, van Oirschot BA, Bos J, Derichs C, Rijneveld AW, Cnossen MH, Nur E, 
Biemond BJ, Bartels M, Schutgens REG, van Solinge WW, Jans JJM, van Beers EJ, van Wijk R. Metabolic blood profile and 
response to treatment with the pyruvate kinase activator mitapivat in patients with sickle cell disease. Hemasphere. 2024 
Jun 25;8(6):e109. doi: 10.1002/hem3.109. PMID: 38919958; PMCID: PMC11196954. 

3. Idowu M, Otieno L, Dumitriu B, Lobo CLC, Thein SL, Andemariam B, Nnodu OE, Inati A, Glaros AK, Saad STO, Bartolucci P, 
Colombatti R, Taher AT, Abboud MR, Oluyadi A, Iyer V, Yin O, Morris S, Yates AM, Shao H, Patil S, Urbstonaitis R, Zaidi AU, 
Smith WR. A Phase 2/3, Double-Blind, Randomized, Placebo-Controlled, Multicenter Study of Mitapivat in Patients with 
Sickle Cell Disease: RISE UP Phase 2 Results. Presented at ASH 2023. 

4. van Dijk MJ, Rab MAE, van Oirschot BA, Bos J, Derichs C, Rijneveld AW, Cnossen MH, Nur E, Biemond BJ, Bartels M, 
Jans JJM, van Solinge WW, Schutgens REG, van Wijk R, van Beers EJ. One-year safety and efficacy of mitapivat in sickle 
cell disease: follow-up results of a phase 2, open-label study. Blood Adv. 2023 Dec 26;7(24):7539-7550. doi: 10.1182/
bloodadvances.2023011477. PMID: 37934880; PMCID: PMC10761354.

• Survey questions related to clinical practice and therapeutic decision-making for patients with SCD in the 
US were administered to hematologists and oncologists attending an in-person forum in April 2024. 
o   Survey questions were asked before and after reviewing data from the RISE-UP trial on mitapivat    
     in patients with SCD.3

o   Not all physician attendees answered every question. 
o   Demographic data were collected prior to the summit via an online survey. 

• Data were analyzed using descriptive statistics.

• This study investigated physicians’ perceptions of mitapivat for SCD, the RISE trial’s findings, and 
prescribing behavior. 

• Participants reported they managed patients with SCD in a variety of settings including outpatient, 
inpatient, and emergency care settings. 

• This study demonstrated that therapeutic decisions are influenced by a variety of factors including 
efficacy, payer approval, patient quality of life, and therapy availability. These factors may drive 
medication use for SCD and can possibly be targeted to increase the use of efficacious medications. 

• After reviewing research findings, physicians exposed to mitapivat data were likely to consider 
incorporating mitapivat into their SCD treatment strategy suggesting that clinical trial data may 
influence clinical care decisions.
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Table 1: Physician demographics and characteristics

Table 2: Factors that influence therapeutic treatment decisions for patients with SCD 

Figure 1: Number of referrals for patients with SCD
Question: In the past 3 months, how many unique patients with sickle cell have been referred to you? 
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 Physicians 
(N=65)

 Region of practice (n, %)*
     West
     Northeast
     South
     Midwest

17  (26)
17  (26)
16  (25)
15  (23)

 Primary medical specialty (n, %)
     Medical oncology
     Hematology oncology

34  (52)
31  (48)

 Years in practice
     Mean (min-max) 15  (1-37)

 Patient volume (per day) (mean [min-max]) 18  (4-32)

 Respondents 
(N=63)

 Efficacy 38%

 Payer approval 37%

 Patient quality of life (i.e., symptom management) 33%

 Therapy availability 30%

 Cost 16%

 Patient performance status 11%

 Toxicity 11%

 Other 5%

 I do not manage patients with sickle cell disease 25%
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n=63

Yes, I manage longitudinal care both in 
the outpatient and inpatient seting

Yes, but I manage only in the outpatient 
setting

No, they are managed by other 
partner(s) in the practice         

Yes, but I manage only in the inpatient 
setting

Yes, but I manage only in the emergent 
care setting

No, I prefer them elsewhere

Figure 2: Care setting of patients with SCD or β-thalassemia*

Figure 3: Respondents planned use of mitapivat after reviewing the RISE UP study

Question: Do you manage patients with SCD or β-thalassemia?

Question: What are the factors that most influence your therapeutic decision-making for patients with 
sickle cell disease?  Please select up to 3.

Question: After reviewing the RISE UP study, if FDA approved, how likely are you to prescribed mitapivat   
for your patients with sickle cell disease?                        
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