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Recommendation 1a 

The panel identified the following research needs:  

¶ Natural history studies of adults with newly diagnosed ITP and a platelet count of <30 X 10^9 /L 

managed with observation. 

Recommendation 1b 

The panel prioritized the following research needs:   

¶ Better delineation of risks of bleeding in elderly patients and those treated with anticoagulant 

and antiplatelet drugs; 

¶ Determination of platelet thresholds for procedures 

Recommendation 2a/Recommendation 2b ʹ N/A 

Recommendation 3 ʹ N/A 

Recommendation 4 

The panel identified the following research needs:  

¶ Properly designed studies with controlled dosing regimens that report total patient 

corticosteroid exposure during the study period;  

¶ Assessment of differences in platelet count variability during treatment with dexamethasone 

compared with prednisone and need for rescue therapy; 

¶ Assessment of the magnitude and impact of adverse effects associated with corticosteroid use; 

¶ Application of prioritized outcomes such as HRQoL in RCTs and use of standardized outcomes 

with regard to platelet count outcomes; 

¶ Understanding difference in management with regard to elderly patients (>60 years old) 

 Recommendation 5 

The panel identified the following research needs:  

¶ Properly designed studies with controlled dosing regimens, longer term follow-up, and adequate 

reporting of adverse effects;  

¶ Studies assessing total corticosteroid exposure as an outcome; 

¶ Inclusion of prioritized outcomes such as HRQoL in RCTs; 

¶ Detailed cost-effectiveness analysis. 

Recommendation 6 

The panel identified the following research needs:  

¶ Ongoing comparative effectiveness research of the different TPO-RAs, inclusive of newer agents 

such as avatrombopag, which is now approved by the US Food and Drug Administration (FDA) 

for chronic ITP 



Recommendation 7/ Recommendation 8/ Recommendation 9 

The panel identified the following research priorities:  

¶ Obtaining data to determine whether patients are able to achieve and maintain an acceptable 

platelet count off treatment with TPORAs. Preliminary data from TPO-RAs clinical trial suggests 

that approximately one-third of patients (32%) are able to maintain a platelet count of >50 X 

10^9 /L for 24 consecutive weeks off treatment; 

¶ Defining predictors of durable response to rituximab; 

¶ Establishing research models on how to understand, assess, and support patient values and 

preferences in shared decision making; 

¶ Comparison and increased data on additional novel agents such as fostamatinib, a splenic 

tyrosine kinase inhibitor that was recently approved by the FDA for chronic ITP and has been 

studied primarily in the third-line setting but whose role as a second-line agent has not been 

established; 

¶ Ongoing comparative effectiveness research of the different TPO-RAs, inclusive of newer agents 

such as avatrombopag, which is now approved by the FDA for chronic ITP. 

Recommendation 10a/ Recommendation 10b 

The panel prioritized the following research needs: 

¶ Understanding the impact of pathway of care and types of encounters on short- and long-term 

patient outcomes such as HRQoL, patient experience, disease perception, and bleeding; 

¶ Determination of impact of initial outpatient management on patient outcomes, family comfort 

with disease diagnosis, and HRQoL. 

Recommendation 11 

The panel identified the following research needs:  

¶ Better classification of bleeding and identification of factors that influence bleeding to identify 

children at risk of bleeding who would benefit from treatment; 

¶ Determination of biologic markers that may predict response to treatment; 

¶ Application of prioritized outcomes such as HRQoL in RCTs; 

¶ Detailed cost-effectiveness analysis 

Recommendation 12 

The panel identified the following research needs: 

¶ Adequate assessment of the side effects associated with IVIG use; 

¶ Better classification of bleeding and identification of factors that influence bleeding to identify 

children at risk of bleeding who would benefit from treatment; 

¶ Determination of biologic markers that may predict response to treatment; 

¶ Application of prioritized outcomes such as HRQoL in RCTs; 

¶ Detailed cost-effectiveness analysis. 

Recommendation 13 



The panel identified the following research needs:  

¶ Adequate assessment of side effects associated with anti-D immunoglobulin use;  

¶ Better classification of bleeding and identification of factors that influence bleeding to identify 

children at risk of bleeding who would benefit from treatment; 

¶ Determination of biologic markers that may predict response to treatment; 

¶ Application of prioritized outcomes such as HRQoL in RCTs; 



¶ Comparative effectiveness trials of first-line agents that account not only for efficacy but also for 

cost, side effects, and patient reported outcomes;  

¶ Determination of upfront treatment selection on long-term outcomes;  

¶ Biologic studies to predict treatment response; 

¶ Assessment of other treatments (eg, TPO-RAs) for use in newly diagnosed patients to minimize 

side effects and potentially modify disease. 

Recommendation 19 

The panel identified the following research needs: 

¶ Assessment of impact of treatments on patient-reported outcomes such as fatigue, HRQoL, and 

bleeding;  

¶ Cost analysis of second-line therapies; 

¶ Determination of patient and parent preferences that influence treatment selection; 

¶ Biologic studies to predict treatment response and investigate the effect of agents on 

immunomodulation;  

¶ Randomized trial or observational trials to assess long-term outcomes;  

¶ Additional studies of novel second-line agents in children. 

Recommendation 20 

The panel identified the following research needs: 

¶ Assessment of impact of treatments on patient-reported outcomes such as fatigue, HRQoL, and 

bleeding;  

¶ Cost analysis of second-line therapies;  

¶ Determination of patient and parent preferences that influence treatment selection; 

¶ Biologic studies to predict treatment response and investigate the effect of agents on 

immunomodulation;  

¶ Randomized trials or observational trials to assess long-term outcomes;  

¶ Additional studies of novel second-line agents in children. 

Recommendation 21 

The panel identified the following research needs:  

¶ Assessment of impact of treatments on patient-reported outcomes such as fatigue, HRQoL, and 

bleeding; 

¶ Cost analysis of second-line therapies; 

¶ Determination of patient and parent preferences that influence treatment selection;  

¶ Biologic studies to predict treatment response and investigate the effect of agents on 

immunomodulation;  

¶ Randomized trials or observational trials to assess long-term outcomes; 

¶ Additional studies of novel second-line agents in children. 
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Recommendation 1/ Recommendation 2/ Recommendation 3 

The panel identified the following additional research questions:  

¶ Better information on baseline risk assessment of thrombosis and bleeding in medical 

inpatients is needed, in particular whether risk varies over the course of admission;  

¶ More information on the optimal dosing of parenteral anticoagulation to prevent VTE in 

medical inpatients is needed. In particular, can lower or higher doses be used in different 



¶ Obtain patient preferences for mechanical or pharmacological prophylaxis by studying 

feasibility, equity, and acceptability; c Determine current utilization rate of combinedtudying 



¶ Research on current clinical practices for VTE prevention and patient preferences for VTE 

prevention in chronically ill medical inpatients or nursing home residents. 

Recommendation 16 

The panel felt that the following research areas would be helpful:  

¶ Development of risk-assessment methods to determine absolute risk of VTE in 

outpatients with minor provoking VTE risk factors 

¶ Trials of interventions (pharmacological or nonpharmacological) in a high-risk 

population of outpatients with minor provoking VTE risk factors. 

Recommendation 17/ Recommendation 18/ Recommendation 19 

With regard to research needs, the panel identified:  

¶ Risk-assessment methods to define travelers at sufficiently high VTE risk to warrant VTE 

prophylaxis intervention;  

¶ Large pragmatic trials of interventions to prevent VTE in travelers, particularly those at 

high VTE risk;  

¶ Evidence on effectiveness and safety of DOACs to prevent VTE in travelers at risk of VTE. 
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¶ What is the cost-effectiveness of 6- to 12-week INR recall intervals compared with a 4-week 

recall interval from the societal perspective? 

Recommendation 7 

The panel identified the following additional research questions: 

¶ What are the anti–factor Xa concentration cutoffs (determined in a manner that ensures 

accuracy and reproducibility) that correlate with risk of recurrent VTE and bleeding events? 

¶ What percentage change in LMWH dose in response to an out-ofrange anti–factor Xa 

concentration is optimal to return the concentration to the therapeutic range?  

¶ What is the comparative effectiveness of adjusting LMWH doses based on the results of anti–

factor Xa concentrations (performed in a manner that ensures accuracy and reproducibility) vs 

no such monitoring for patients with estimated creatinine clearance values of <30 mL/min 

requiring treatment of VTE? 

Recommendation 8 

The panel identified the following additional research questions: 

¶ What are the anti–factor Xa concentration cutoffs (determined in a manner that ensures 

accuracy and reproducibility) that correlate with risk of recurrent VTE and bleeding events? 

¶ What percentage change in LMWH dose in response to an out-of-range anti–factor Xa 

concentration is optimal to return the concentration to the therapeutic range? 

¶ What is the comparative effectiveness of adjusting LMWH doses based on the results of anti–

factor Xa concentrations (performed in a manner that ensures accuracy and reproducibility) vs 

no such monitoring for patients with obesity requiring treatment of VTE? 

Recommendation 9 

The panel identified the following additional research priorities:  

¶ Developing validated specific DOAC effect tests, particularly those that can be performed rapidly 

and, ideally, at the point of care;  

¶ Testing the effect on clinical outcomes of using a validated specific DOAC test for patients with 

bleeding; and  

¶ Assessing the cost-effectiveness, acceptability, and feasibility of implementing a validated 

specific DOAC test during bleeding management. 

Recommendation 10 

The panel identified the following research priority:  

¶ sufficiently powered pragmatic clinical trials comparing thromboembolic and bleeding outcomes 

for DOAC overlap vs LMWH-bridging therapy for patients transitioning from DOAC to VKA. 

Recommendation 11 

With regard to research priorities, the panel determined that RCT evidence needs to be strengthened to 

be considered superior to the reported observational evidence. Cluster RCTs are needed that are 



appropriately randomized, enroll patients before unblinding of allocation, are sufficiently powered to 

detect a difference in clinical outcomes using blinded outcome assessment (including the follow-up time 

after dropping out of AMS care), use a consistent definition or elements of AMS, and address the impact 

of AMS for patients receiving DOAC therapy. 



Recommendation 17 

The panel identified the following additional research questions: 

¶ What is the cost-effectiveness of 4-factor PCC vs FFP from the payer perspective in various 

health care systems? 

¶ What is the true magnitude of increased thromboembolic risk associated with 4-factor PCC 

administration compared with the same risk for patients treated with FFP? 

Recommendation 18a 

The panel identified the following additional research questions: 

¶ What clinical parameters define the need for intervention with 4-factor PCC over withholding 

oral direct Xa inhibitor alone?  

¶ What is the comparative effectiveness of 4-factor PCC in real-world patients presenting with 

potentially life-threatening oral direct Xa inhibitor-associated bleeding vs withholding direct Xa 

inhibitor alone? 

Recommendation 18b 

The panel identified the following additional research questions: 

¶ What is the comparative effectiveness of administration of coagulation factor Xa (recombinant), 

inactivated-zhzo in the setting of direct Xa inhibitor-associated life-threatening bleeding 

compared with cessation of direct Xa inhibitor alone? 

¶ What is the cost-effectiveness of administration of coagulation factor Xa (recombinant), 

inactivated-zhzo using pharmacoeconomic modeling based on comparative data and the actual 

costs of the intervention?  

¶ What is the relative benefit of coagulation factor Xa (recombinant), inactivated-zhzo compared 

with alternate interventions such as nonspecific procoagulants (antifibrinolytics and/or PCCs)?  

¶ Would a rapidly available test for anti-Xa effect prevent administration of coagulation factor Xa 

(recombinant), inactivated-zhzo to patients who do not have significant Xa inhibitor 

concentrations? 

Recommendation 19 ʹ N/A 



¶ For patients who developed major bleeding during oral anticoagulant therapy, how does 

transition to an alternative anticoagulant influence the risk of bleeding recurrence?  

¶ What is the impact on mortality, recurrent VTE risk, and recurrent bleeding risk associated with 
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extended prophylaxis in other settings. There also appears to be a need for further research to 

determine the optimal duration of extended prophylaxis. 

Recommendation 8  

¶ The panel was particularly interested in seeing future high-quality studies of early vs late 

pharmacological prophylaxis studies in high-risk bleeding patients, examining the benefits and 

risks of later intervention (days following surgery) once the bleeding risk had greatly subsided. 

Recommendation 9  

¶ The panel identified that there is a need for large well-designed clinical trials using clinically 

important end points comparing ASA with other pharmacological methods following total hip 

and knee arthroplasty. The panel noted that such studies are underway 

Recommendation 10  

¶ The panel recommended a need for large clinical trials using clinically relevant end points 

comparing different DOACs. Further studies regarding the optimal timing of the initiation of 

postoperative dosing of DOACs are warranted. 

Recommendation 11  

¶ Given the lack of direct comparative evidence, the panel identified an important need for high-

quality head-to-head studies comparing different DOACs for the prevention of VTEs following 

total hip or knee arthroplasty 

Recommendation 12  

¶ Further high-quality studies using clinically important outcomes would be of value to improve 

the certainty in the recommendation. However, given the availability of DOACs as oral agents 

that do not require anticoagulant monitoring or dose adjustment, further clinical trials using 

warfarin are not regarded as a high priority at this time. 

Recommendation 13  

¶ The guideline panel determined that there is moderate certainty evidence for a net health 

benefit/harm from using LMWH over UFH. Future large studies using clinically relevant end 

points would help to better inform this recommendation, although this research question would 

not be regarded as high priority. 

Recommendation 14  

¶ Given the overall very low certainty in the evidence, the panel indicated that there remains an 

important need for large high-quality RCTs using clinically important end points to determine 

the optimal role of ASA or anticoagulant pharmacological prophylaxis in this patient population. 

However, higher priority would be comparative studies of different antithrombotic regimens for 

the prevention of VTEs in these patients requiring repair of hip fracture 

Recommendation 15  



¶ Large RCTs using clinically important outcomes are needed to better define the relative benefits 



¶ There is a need for high-quality randomized trials specific to patients undergoing radical 

prostatectomy, particularly those treated with robotically assisted laparoscopic prostatectomy, 

the most widely used surgical approach for clinically localized prostate cancer. 

Recommendation 25  

¶ The panel supported that further research, in the form of welldesigned RCTs using clinically 

important end points, is needed to determine the role of pharmacological prophylaxis in the 

prevention of VTEs following cardiac and major vascular surgery. Further research on the 

incremental impact of postoperative UFH and LMWH exposure on the development of HIT in 

this patient population is also warranted. 

Recommendation 26  

¶ The panel supported that the more important research question for this patient population is 

the role of pharmacological prophylaxis vs no pharmacological prophylaxis for the prevention of 

VTEs following cardiac and major vascular surgery. Further research on the incremental impact 

of postoperative UFH and LMWH exposure on the development of HIT in this patient population 

would also be of value. 

Recommendation 27a/ Recommendation 27b  

¶ Well-designed trials using clinically important VTE end points are required for patients at low to 

moderate risk for bleeding following trauma to determine the incremental benefits of 

pharmacological prophylaxis beyond mechanical methods alone. Well-designed studies are also 

needed to determine the benefits and risks of introducing delayed pharmacological prophylaxis 

for patie
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Recommendation 1/ Recommendation 2 

The panel identified the following research topics: 

¶ Determining the natural history of asymptomatic VTE in children and, hence, the benefits of 

treatment vs no treatment remains a high research priority;  

¶ Determining the role of radiological screening for asymptomatic VTE is a related, but separate, 

important question;  

¶ Understanding subgroups in whom the approach to the first 2 questions might be different. 

 

Recommendation 3/ Recommendation 4/ Recommendation 5 

The panel identified the following additional research questions: 

¶ The role of thrombolysis in large VTE, sub-massive PE, and massive PE remains unknown in 



¶ Further studies are required to elucidate the minimal infrastructure requirements for services to 

support parents and families to optimize therapy with either low-molecular-weight heparin or 

vitamin K antagonists. 

¶ Further studies are required to determine the impact of vitamin K antagonists vs low-molecular-

weight heparin on bone density, especially for longer durations of therapy. 

¶ Further studies are required to understand the factors influencing patient preferences for either 

therapy and the optimal ways to mitigate negative factors. 

 

Recommendation 14 

The panel identified the following additional research questions:  

¶ Studies to determine of the impact of differing provoking factors to optimal duration of therapy;  

¶ Studies to determine the impact of age on optimal duration of therapy for provoked VTE;  

¶ Studies to determine the required improvement in outcomes for patients 



 

Recommendation 22a/ Recommendation 22b/ Recommendation 23 

The panel identified the following additional research questions:  

¶ Further studies focusing on specific subgroups (hemorrhagic vs non-hemorrhagic, infarct vs no 

infarct, neonatal vs older child) to determine whether different treatment strategies are 

required for different subgroups  

¶ Further studies to determine whether catheter-directed thrombolysis has a different risk benefit 

ratio from systemic thrombolysis 

 

Recommendation 24/ Recommendation 25/ Recommendation 26 

¶ The panel identified the following additional research question: more information about the 

long-term outcomes and the comparative success of management options, as well as the 

optimal age for introducing those options, is required. Given the rarity of the disease, further 

information is more likely to come from observational studies and registries, which are of 

paramount importance in this disease 
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Recommendation 1/ Recommendation 2 



¶ More data on patient values and preferences for potential benefits and drawbacks of this 

intervention are required. 

Recommendation 9 

The panel identified the following additional research needs:  

¶ Studies should be performed that will provide pregnancy-specific data for stratifying risk for 

complications associated with treatment of VTE, and clinical prediction rules should be 

developed to identify pregnant patients who require hospital admission for initial management 

of DVT and pulmonary embolism.  

¶ Studies examining rates of hospital admission after initiation of outpatient therapy in pregnant 

patients should be undertaken. 

Recommendation 10 

The panel identified the following additional research needs:  

¶ More outcome data that examines different anticoagulant regimens at the time of delivery, 

including transitioning to intravenous UFH, would be helpful.  

¶ Data should be obtained that assess other critical outcomes for pregnant women with 

therapeutic anticoagulation interruption around the time of delivery (including access to 

epidural analgesia and frequency of epidural hematomas, cesarean delivery, and maternal and 

neonatal morbidity and mortality). 

Recommendation 11 

The panel identified the following additional research need:  

¶ Data should be obtained that examine other critical outcomes for pregnant women with 

prophylactic anticoagulation interruption around the time of delivery. 

Recommendation 12/ Recommendation 13 

The panel identified the following additional research need:  

¶ More data are required regarding the safety of the direct-acting oral anticoagulants in this 

population. 

Recommendation 14/ Recommendation 15 

The panel identified the following additional research needs:  

¶ More data are required regarding the baseline risk of VTE with assisted reproductive technology 

in specific patient populations, including those with prior VTE, thrombophilia, and other risk 

factors for VTE.  

¶ More data are also required regarding the potential benefits and risks of antithrombotic therapy 



¶ More data are required regarding optimal intensity of LMWH prophylaxis in this setting. 

Additional information would be helpful regarding the impact of thrombophilia status and 

precipitating ri



The panel identified the following additional research need:  

¶ The role of D-dimer testing and clinical prediction rules in limiting the need for radiologic tests in 

pregnant women with suspected pulmonary embolism needs to be evaluated in well-designed 

management studies 

Recommendation 31 

The panel identified the following additional research needs:  

¶ M
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Recommendation 1.1.a/ Recommendation 1.1.b – N/A 

Recommendation 2.1/ Recommendation 2.2 

Research priorities include implementation analyses and identification of barriers to the use of the 

recommended strategy and in particular the use of the 4Ts score. Our modeling and recommendations 

apply to the PF4/ heparin ELISA. Assessment of other currently available immunoassays should be 



The panel agreed that an





Recommendation 1 

The panel identified the following additional types of research that are needed:  

¶ prospective comparative studies to evaluate the impact of screening vs no screening ECHO in 

asymptomatic patients with SCD on patient-important outcomes, including the relationship of 

findings on ECHO (eg, peak TRJV, right-ventricular function and parameters assessing left-

ventricular diastolic function) and changes in management to these outcomes and 

¶ studies to further standardize and validate findings on ECHO, including determining the range of 

“normal” vs “abnormal” findings, including peak TRJV measurements, for children and adults 

with SCD. 

Recommendation 2a/ Recommendation 2b 

The panel identified the following additional types of research that are needed:  

¶ Prospective studies evaluating the utility of adding NT-BNP and 6MWD to findings on ECHO, 

including peak TRJV, to improve diagnostic yield for patients with SCD undergoing evaluation for 

PH;  

¶ Prospective studies to better characterize the risk factors for development and natural history of 

PH in children and adults with SCD;  

¶ Prospective comparative studies to examine the relationship between revised hemodynamic 

thresholds defining PH and PAH on right-heart catheterization and clinical outcomes, including 

mortality, in SCD;  

¶ Prospective studies to determine the prognosis of PH and its subtypes, as well as their 

relationship to treatment, in children and adults with SCD. 

Recommendation 3a/ Recommendation 3b 

The panel identified the following additional types of research that are needed: 

¶ Prospective studies to evaluate the effect of chronic transfusion and/or hydroxyurea, either as 

primary therapy or as an adjuvant to PAH-specific therapy, in PAH confirmed by right-heart 

catheterization for patients with SCD;  

¶ Well-designed RCTs for PAH-specific therapy for patients with SCD and PAH confirmed by right-

heart catheterization that examine benefits vs harms as well as relevant patient-important 

outcomes;  

¶ A registry study of patients with SCD and PAH confirmed by right-heart catheterization to 

longitudinally follow patient-important outcomes, including functional capacity, quality of life, 

and mortality, as well as the impact of treatment on these outcomes; 

¶ Prospective studies of other adjuvant therapies (eg, supplemental oxygen and aucnt





¶ Studies to evaluate the impact of posttransplant transfusions or hydroxyurea on patient-

important outcomes for patients with SCD undergoing renal transplant for end-stage renal 

disease;  
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Recommendation 1 

The guideline panel identified the following additional areas of research that are needed:  

¶ Prospective studies to determine the effect on transfusion outcomes when an extended blood 

group antigen profile is obtained for patients with SCD at the first encounter 

¶ Prospective, randomized studies to determine the effect on transfusion outcomes when a red 

cell profile is obtained by molecular vs serologic methods. 

Recommendation 2 

The guideline panel identified the following research priorities: 

¶ The role of serologic vs genotypic matching, most notably for the Rh system,  

¶ The development and study of universally available transfusion registries to reduce 

alloimmunization-related sequelae, such as delays in transfusion and DHTRs because of the high 

rate of multisite transfusion and known antibody evanescence patterns. 

Recommendation 3 

The panel identified the following research priorities:  

¶ Design of tools or models for rapidly and accurately predicting the clinical relevance of 

alloantibodies in a given patient;  

¶ S



¶ Individualized strategies (eg, based on reticulocyte count, target hematocrit, and target HbS%) 

to minimize endogenous erythropoiesis, iron loading, and progression of SCD-related 

complications;  

¶ Novel RCE techniqu



The panel identified the following research priorities: 

¶ Prospective studies to understand the clinical significance of varying degrees of iron overload in 

patients with SCD, including correlation with organ dysfunction, SCD-related complications, and 

mortality;  
¶ A prospective, randomized trial of deferasirox compared with deferiprone for the treatment of 

transfusion iron overload in SCD; 
¶ 



 

 

 

American Society of 

Hematology 2020 guidelines for 



Recommendation 1.1/ Recommendation 1.2/ Recommendation 2.1/ Recommendation 2.2/ 

Recommendation 2.3/ Recommendation 3 

The panel identified the following additional areas in need of research.  

¶ Best practices and implementation strategies for primary stroke prevention after using TCD as a 

screening tool should be determined. Over a 6-year study period among 4775 children with 

HbSS or HbSb0 thalassemia from 6 US states, 22% to 44% of children received TCD screening. 

¶ Alternative options for primary stroke prevention other than initial regular blood transfusion 

therapy for a year for some, then followed by maximum tolerated dose of hydroxyurea therapy, 

should be identified for children living in high-income settings.  





The panel identified the following additional areas in need of research.  

¶ Testing of specific cognitive rehabilitation strategies for people with SCD is needed. 

¶  The optimal setting for cognitive rehabilitation therapy should be identified.  

¶ The individuals most likely to benefit from cognitive rehabilitation therapy should be identified 

Recommendation 10.1/ Recommendation 10.2 

The panel identified the following additional areas in need of research.  

¶ A therapeutic strategy for primary prevention of silent cerebral infarcts is needed.  

¶ Imaging strategies to identify subgroups of children and adults likely to have infarct recurrence 

are needed. 

¶  Alternative treatment strategies, other than regular blood transfusion, for secondary 

prevention of infarct recurrence in children and adults with silent cerebral infarcts should be 

developed. 

¶ The clinical benefit of HSCT or gene therapy vs regular blood transfusion therapy for secondary 

prevention of cerebral infarcts in children and adults with preexisting silent cerebral infarct 

should be determined. 

¶ The optimal treatment and infarct recurrence rate for children and adults with SCD phenotypes 

other than HbSS or HbSb0 thalassemia, and with silent cerebral infarcts should be determined. 

¶ The clinical utility of screening for silent cerebral infarcts in low-middle–income settings with 

MRI scans is unknown. Furthermore, the neuroradiology expertise is far less available. If 

feasible, screening for silent cerebral infarcts in children and adults with HbSS in a low-middle–

income country should be done for the same reason that the screening occurs in high-income 

settings. 
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Recommendation 1a/ Recommendation 1b 

The panel identified the following additional areas of research that are needed:  

¶ A



¶ Delineate aspects of the intervention that most robustly affect care and improve outcomes; 

many studies include multifaceted interventions for non-ED based care that are often part of a 

larger comprehensive SCD care model; 

¶ Integrate the patient voice into research; there is a need to assess the impact of these care 

delivery models on patient-reported outcomes, satisfaction with care, and patient values and 

preferences; 

¶ Investigate protocols to operationalize personalized treatment in SCD-specific hospital-based 

acute care facilities; 

¶ Assess integration and efficacy of other nonopioid and nonpharmacological pain treatments in 

these care delivery models; 

¶ C



¶ Conduct large-scale observational studies to assess the risks/harms of NSAID use in patients 

with SCD. 



¶ Research on the impact of chronic transfusion therapy on the patient-centered outcomes 

outlined above, including HRQOL;  

¶ Investigations that identify the appropriate trough hemoglobin S percentage for the treatment 

of recurrent acute or chronic SCD pain. 

No recommendation  

The panel identified the following additional types of research that are needed: 

¶ Impact of chronic transfusion therapy on chronic pain–related morbidity with assessment of 

patient-centered outcomes, including HRQOL;  

¶ The impact of chronic transfusion therapy on COT;  

¶ The impact of chronic transfusion therapy on measures of pain sensitization. 


