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BACKGROUND 
Cold Agglutinin Disease (CAD) is a rare subtype of AIHA that triggers hemolysis via the 
classical complement pathway (C1 activation); (1,2).  The pathogenesis of hemolysis in CAD is 
entirely driven by the classical complement pathway, providing a strong rationale for 
complement inhibition as a treatment modality (1).  The “cold” in CAD refers to the low thermal 
amplitude of the antibody and not the ambient temperature at which clinical features of the 
disease are most pronounced. (16) 
 
Despite the fact that CAD is now a well-defined clinicopathologic entity, diagnosis of CAD 
presents a number of difficulties in clinical practice. (3) One obstacle is its relatively low 
diagnosed prevalence of up to 20 per 1 million with an incidence of 1 per million persons per 
year. Heterogeneity in signs and symptoms at patient presentation- represents another 
important barrier to diagnosis. (4) Patients with CAD can have transient cold-induced, 
agglutination-mediated circulatory symptoms, such as acrocyanosis. Separately, patients can 
also experience classical complement pathway-mediated CAD-related manifestations which 
include chronic hemolysis, anemia and fatigue. (17-23) 

 
Given the variability of anemia severity in CAD over time, patients often experience nonspecific 

symptoms that can complicate initial disease recognition and the path to diagnosis. Symptoms 

can have either a gradual or sudden onset thereby contributing to heterogeneity in symptom 

presentation and severity in CAD. (5-7)  

 

There are no approved therapies for CAD. A variety of approaches to treating CAD have been 
used with limited benefit, unpredictable responses, and risk for toxicities, and with most patients 
eventually relapsing. Thereby a significant unmet treatment need remains. (8-11).  
 
Therapy is often directed by the degree of anemia. Other areas of unmet need that may require 
treatment considerations are classical complement pathway-mediated chronic hemolysis, 
anemia and fatigue. Patients also experience acute hemolytic crisis requiring intervention with 



transfusion or plasmapheresis.  There continues to be an unmet need for effective treatment 
with fast onset of action and durable response (12-14) 
 

There appears to be an increased incidence of venous thromboembolism (VTE) in patients with 

CAD. Studies further demonstrated, for the first time, that CAD is associated with a significantly 

increased risk of TE (15).  

 

Persistent complement activation may promote a procoagulant state in patients with CAD as a 
complex interplay exists between complement and coagulation pathways. Hence; excessive 
complement activation may promote thrombus formation independent of hemolysis in CAD(16). 
 
In addition, healthcare resource utilization by patients with CAD has also been reported to be 
significantly high, placing a substantial burden on both patients and healthcare systems. (24-26) 

  

Due to CAD being a rare disease, there is a need to raise awareness on the life-threatening 

nature of the disease and the urgency to rapidly diagnose and initiate therapy in patients.  

 

REQUEST FOR CAD IME GRANT PROPOSALS 
SANOFI GENZYME is seeking proposals to close these independently defined healthcare gaps. 
Proposals can target one or multiple audiences.  
 
Specifically, Sanofi Genzyme will consider programs including, but not limited to, the following: 

• IME virtual live/enduring symposium at EHA 2021  
1. The 90 minute slot and slot fees have been secured by Sanofi Genzyme and 

does not need to be included in this proposal.  The slot time is Thursday, June 
10, 2021 from 16:00 – 17:30 PM CET 

• Regional and/or Local distribution channels with or without enduring activity 

• Accredited or Non-accredited IME activities 

• Maximum request not to exceed $300,000  
 
Preference will be given to proposals that recommend appropriately designed interventions that 
are likely to enhance a learner’s knowledge of the unmet needs and employ proven strategies to 
overcome knowledge and performance gaps and barriers.  
 
PROPOSALS 
Proposal should include the following information 
• Target Audience and Audience Generation: describe methods for reaching the target 
audience including description of recruitment and placement strategies to maximize 
participation. 
• Learning Objectives and Content Accuracy: Provide clearly defined and measurable 
learning objectives framed as expected practice improvements in relation to the identified gaps 
and barriers. 
• Include an overview of program content and explanation of criteria that will guide content 
selection, considering level of evidence and other variables. Sanofi Genzyme is committed to 
the highest standards in ensuring patient safety; the applicant should describe methods to 
ensure complete, accurate, evidence-based review of key safety data for any therapeutic 
entities discussed in the activity. Explain how content will be updated, if necessary, throughout 
the program period, and how accuracy will be ensured. 
• Educational Methods: Sanofi Genzyme supports the ACCME guidance for educational 
methods to be clearly designed to address the knowledge, competence and/or performance 



gaps that may underlie an identified healthcare gap. Your proposal should demonstrate an 
understanding of instructional design as it relates to the gaps in the knowledge, competence, or 
performance of the targeted audience. Educational methods and design should be based on 
current literature in CME best practice and consistent with ACCME accreditation criteria, as 
applicable. Preference will be given to applications that utilize methods that have been shown to 
result in practice improvements, and/or with data on the effectiveness of other programs of the 
same type.  
• Faculty Recruitment and Development: Provide Information on the expected 
qualifications of contributors and description of methods to ensure recruitment of course 
directors and faculty who meet the qualifications. Explain any methods that will be used to 
ensure that faculty are fully trained in the program expectations and any skills that may be 
needed to ensure effective delivery of intended education. 
• Program Evaluation and Outcomes: Provide a description of the approach to evaluate 
the reach and quality of program delivery; methods for monitoring individual activities and for 
ensuring ongoing quality improvements.  
Preference will be given to programs with Objectives and Outcomes Plans with objective 
measures of changes in knowledge, and/or additional measures of improvements in 
competence, performance, patient health, population health, and/or system improvements, as 
aligned with the design of the intervention. 
• Budget: Include a detailed budget with rationale and breakdown of costs, per unit, and 
description of each budget line item. In addition, please include any registrations fees paid by 
the learner, and how the fees will be applied. The 90-minute symposium slot fee for EHA will be 
covered by Sanofi Genzyme and should not be included in the proposal.  
• Accreditation: If proposal involves an accredited program, the accreditation must be 
provided by an appropriate accrediting body and fully compliant with the accrediting body’s 
criteria and applicable government guidelines and regulations. 
• Fair Balance: The proposal should briefly describe methods for ensuring fair and 
balanced content, identification and resolution of conflict of interest, in alignment with applicable 
ACCME criteria. 
• Communication and Publication Plan: Provide a description of how the provider will keep 
Sanofi Genzyme informed of progress. If applicable, include description of how the results of 
this educational intervention will be presented, published or disseminated. 
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