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	0
	Intro Music
	Celmod1_M1.wav
	N/A
	7 seconds- Intro / lead-in music (builds and fades)

	1
	Female VO
	Celmod1_001.wav
	Welcome to Module 1 of the Myelodysplastic Syndromes Learning System. In this module's three chapters, we'll cover the following aspects of the myelodysplastic syndromes, known collectively as MDS: background and history; characteristics of the disease state; and, finally, diagnosis, classification, and prognosis.

Let's begin with an overview of the myelodysplastic syndromes.

	myelodysplastic
 
[MI-ih-lo-DIS-plas-tik]

	2
	Male VO
	Celmod1_002.wav
	The myelodysplastic syndromes, known as MDS, are a group of heterogeneous disorders in which the bone marrow does not function normally, resulting in the cytopenias—anemia, neutropenia, and thrombocytopenia. 

Healthy bone marrow produces immature blood cells that will eventually develop and mature into three distinct lineages: red blood cells, or erythrocytes; white blood cells, or leukocytes; and platelets, or thrombocytes. In patients with MDS, however, the usual development process is disrupted when primitive blood cells, known as blasts, fail to respond to normal control signals. As a result, a disproportionate number of underdeveloped or malformed blood cells are produced by the bone marrow, a condition known as dysplasia. Often, these cells die in the marrow, resulting in low concentrations in the blood. Those that do survive, however, enter the bloodstream and are dysfunctional. 
	myelodysplastic 
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cytopenias
[SITE-eh-PEE-NEE-az]

neutropenia
[new-tre-PEE-NEE-a]

thrombocytopenia
[thräm-b[image: schwa]-[image: secondarystress]s[image: imacr]t-[image: schwa]-[image: primarystress]p[image: emacron]-n[image: emacron]-[image: schwa]]

erythrocytes
[i-[image: primarystress]rith-r[image: schwa]-[image: secondarystress]s[image: imacr]tz]

leukocytes
[luke-eh-SITES]

thrombocytes
[thräm-b[image: schwa]-[image: secondarystress]s[image: imacr]tz]

dysplasia
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hematologic
[HEE-ma-to-log-ik]
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	Female VO
	Celmod1_003.wav
	Failure of the bone marrow to produce healthy cells is a gradual process, and symptoms usually manifest over time. Some patients will succumb to the indirect effects of MDS, such as acute bleeding and the inability to fight infection; however, the main hematologic finding in patients with MDS is anemia. In fact, refractory anemia resulting from ineffective hematopoiesis is the principal therapeutic challenge in patients with MDS. 

The disease course for patients with MDS is highly variable, with approximately 30% of patients progressing to acute myeloid leukemia, or AML, a type of cancer that does not respond well to chemotherapy.  However, MDS are not necessarily terminal, and about 25% of patients who develop MDS will have a normal lifespan. 

It is not entirely clear what causes MDS.  Known risk factors for MDS include prior treatment with chemotherapy and or radiotherapy and environmental exposure to high-dose radiation or certain chemicals, especially benzene. Yet, many patients who develop MDS have no known risk factors.
	hematopoiesis 
[HEE-mat-e-POY-EE-sis]

acute myeloid leukemia
[A-cUte MI-a-loyd loo-KEE-ME-a]
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	Male VO
	Celmod1_004.wav
	Each year, between 12,000 and 20,000 new cases of MDS are diagnosed in the United States. The median age of newly diagnosed patients ranges from 60 to 70 years old, although people of any age can develop MDS. As the population ages, the number of new cases is rising and secondary, or treatment-related, MDS account for about a quarter of the cases now diagnosed. Diagnosis is confirmed by laboratory and genetic testing that reveals an abundance of immature cells in the bone marrow, irregularities in blood cell size and shape, and chromosomal abnormalities. 
Clinicians who treat MDS are faced with significant therapeutic challenges, and, although largely unsatisfactory for most patients, supportive care is still considered the mainstay of management for MDS. However, today, more so than ever before, patients with MDS and the physicians who treat them have reason to be hopeful. Recent advances in our understanding of hematopoiesis, immunology, and genetics have led to a better understanding of the pathogenesis of MDS, and this understanding has spearheaded the recent development of novel therapeutic options for these patients. You will learn about the existing therapeutic options and these exciting novel treatment options in Module 2. 
In this module, we will discuss an overview of MDS, including a brief history and description of the disorder, as well as background information on bone marrow, the hematopoietic process, normal blood cells, and the cytopenias. This information is important for your understanding of the pathogenesis of MDS and will also help you understand the etiology, diagnosis, classification, and prognosis of MDS—all of which are discussed in this module.  
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	5
	Chapter Intro (Music)
	Celmod1_C1.wav
	N/A
	A short attention-getting piece of tonal music – 3 secs or so long (fades out at end). Something like this: tinkle2_fade.wav
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	Female VO
	Celmod1_005.wav
	Chapter 1 provides background and history for MDS, including discussions of hematopoiesis, dyspoiesis, cytopenias, and leukopenia.

You have five learning objectives for this chapter. 

· First, you should be able to list two terms previously used to describe MDS.
· Second, you should be able to identify the primary function of bone marrow.
· Third, define the four stages of hematopoietic development.
· Fourth, list the three main categories of mature blood cells, and
· fifth, identify the major clinical consequence of MDS.


	

	
7
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	Celmod1_006.wav
	Let's begin with Section 1 — a history of Myelodysplastic Syndromes, known collectively as MDS.

In the early 20th century, investigators and clinicians recognized that some people with acute myelogenous leukemia, or AML, had a preceding period of anemia and abnormal blood cell production, or dyspoiesis. In fact, the earliest identification of a myelodysplasia can be traced back to 1907, when Luzzatto used the term “pseudo-aplastic anemia” to describe a patient who demonstrated clinical features similar to aplastic anemia, but whose bone marrow showed an excess of red blood cells. 

As early as 1913, there were published case reports on myelodysplasia. The cited outcome in these early reports was usually death from anemia, hemorrhage, infection, or acute leukemia. These conditions were lumped with other hematologic diseases until 1938, when the designation of the disorder as refractory anemia became generally accepted. 
	myelodysplastic
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acute myelogenous leukemia
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