
Multiple Sclerosis Lab Key
1. What do these survival curves from the article tell you about the natural history of multiple sclerosis?
The key point is that most people survive very long time (decades) with MS, i.e., MS is a chronic disease with a prolonged natural history. Students may get very over-involved in the analysis, which if fine. If they miss the main point about the long survival, subtract .2 to .5 points, depending on the overall quality of the answer otherwise. Note: Because the natural history is so long, is a long latent period, a lengthy follow- period is needed to detect epidemiologic differences.
2. Salient features in the natural history of multiple sclerosis and known risk factors

· Age at onset ranges from 15 to 60 yr, typically 20 to 40 yr 

· Women affected somewhat more often than men
· Increased risk if first 15 years spent in temperate climate, possibly related to lower degree of sun exposure and vitamin D

· Cigarette smoking  is a known risk factor
· Pathogenesis is thought to involve an immunologic mechanism. One postulated cause is infection by a latent virus which, when activated, triggers a secondary immune response. 

· Increased incidence among certain families and presence of human leukocyte antigen (HLA) allotypes (HLA-DR2) suggests genetic susceptibility.

Answer must be thoughtful, thorough, and scientific.
3. Women with onset at age < 20. 
(3a) Observed death rate = 54 / 6,370 × 1000 = 8.5 (per 1000 person-years) 
(3b) [1 pt] Expected death rate = 7.1 / 6,370 × 1000 = 1.1 (per 1000 person-years)
(3c) [1 pt] SMR =  8.5 / 1.1 = 7.7  [Note: discrepancy with published value due to rounding error]
[1 pt] Interpretation: Mortality rate in MS group almost eight times that of general population. 

(3d) [1 pt] Excess rate = 8.5 per 1000 person-years – 1.1 per 1000 person-years = 7.4 per 1000 person-years 
[1 pt] Interpretation: 7.4 addition deaths per 1000 people per year in the MS group 
4. Epidemiologic variables. 
4a. Sex, age at onset, initial symptom, 

4b. The survival experience of this Danish cohort was compared to that of other cohorts (e.g., Mayo clinic population, a Swedish cohort, etc, see p. 1905, column 2) and to other populations.
4c. Period of onset (see Table 3).

5. Data sources
· [Danish] Central Population Registry
· [Danish] National Registry of Causes of Death (used as a cross-check)
· [Danish] Multiple Sclerosis registry
· [Danish] National Patient Registry
· National Registry of Cause of Death
· National Disablement Insurance Court 
· Practicing specialists
PAGE  
© Victor J. Schoenbach

Page 1


Modified by B. Gerstman (with permission) 2007 

C:\data\eks\Lab_Multiple_Sclerosis_Key.doc

