Evidence Table 2. Predictors of physical and mental impairments at 12 months

	Study
	Selected Inclusion/ Exclusion Criteria
	Study Design
	Patients
	Possible Predictors Considered
	Results
	Comments/Quality Scoring

	
	
	
	
	
	
	

	Chapman, Sylantiev, Nisipeanu, et al., 1999


	Inclusion:  Clinically definite MS; relapsing-remitting course 

Exclusion:  None


	Prospective, population-based, cohort study

Duration of follow up:  Follow up conducted every 3 mo for a period of 2 yr


	Total no. at start:  47

APOE (4:  

N = 9 heterozygous for APOE (4 allele

N = 1 homozygous for APOE (4 allele

N = 37 without allele 

Completed:  

N = 8 APOE (4

N = 33 Non-APOE (4

Dropouts:  

N = 2 APOE (4

N = 4 Non-APOE (4

Age (mean):  

APOE (4:  34.0 ( 1.4 

Non-APOE (4:  36.0 ( 2.3 years

Baseline measures of physical and mental functioning:

APOE (4:

EDSS Mean:  3.10 ( 0.45

EDSS Range:  1.5-6.0

Exacerbation rate, per year:  1.05 ( 0.05

Non-APOE (4:

EDSS Mean:  2.62 ( 0.25

EDSS Range:  0-6.0

Exacerbation rate, per year:  1.12 ( 0.06
	Presence of APOE (4 allele


	1)  Significant interaction of genotype with change in disability over 2-yr time period    (P = 0.02):

APOE (4:  Mean EDSS deteriorated to 4.00 ( 0.63

Non-APOE (4:  Mean EDSS stable at 2.74 ( 0.31

2)  No significant difference (P > 0.35) for the three possible predictors:

a.  Duration of illness at entry:

APOE (4:  48 ( 12 mo

Non-APOE (4:  57 ( 10 mo

b. Exacerbation rate over previous 2 yr:

APOE (4:  1.05 ( 0.05 per yr

Non-APOE (4:  1.12 ( 0.06 per yr

c. EDSS score:

APOE (4:  3.10 ( 0.45

Non-APOE (4:  2.62 ( 0.25

3)  Exacerbation characteristics:

Mean EDSS before peak:

APOE (4:  3.67 ( 1.30

Non-APOE (4:  2.00 ( 0.54

Mean EDSS at peak:

APOE (4:  4.67 ( 1.30

Non-APOE (4:  3.37 ( 0.44

Mean EDSS at resolution of exacerbation:

APOE (4:  4.50 ( 1.26

Non-APOE (4:  2.04 ( 0.52

Borderline significant interaction (P = 0.049, 1-tailed) between groups for EDSS scores at peak and at resolution, indicating impaired recovery in APOE (4 carriers

	For all missing data, the last observation was carried forward in the statistical analyses.  Information about the number of observations that were carried forward was not provided.      

QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  Yes

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  No

b) was there independent validation?:  NA




	Evidence Table 2. Predictors of physical and mental impairments at 12 months (continued)



	Study
	Selected Inclusion/ Exclusion Criteria
	Study Design
	Patients
	Possible Predictors Considered
	Results
	Comments/Quality Scoring

	
	
	
	
	
	
	

	Cottrell, Kremen-chutzky, Rice, et al., 1999a

and

Cottrell, Kremen-chutzky, Rice, et al., 1999b


	Inclusion:  Primary progressive MS 

Exclusion:  None specified


	Prospective, population-based, cohort study

Duration of follow up:  Original cohort followed up for mean of 23 yr; follow-up time for 2nd cohort NR 


	Total no. at start:  Original cohort, 216; 2nd cohort, 165 

Dropouts:  NR

Completed:  NR

Age:  Mean age at onset, 38.5 in original cohort, 38.9 in 2nd cohort

Baseline measures of physical and mental functioning:  Mean DSS score at presentation (4) reported for 2nd cohort only

 
	DSS at time 0 – evaluated in relation to 3 different groups of patients:

a)  Original cohort;

b)  Simulated group of patients at DSS 3, 4, or 5 who had progressed one level in the last yr and had reached DSS 3 by 5 yr;

c)  Simulated group of patients at DSS 4, 5, or 6 who had progressed one level in the last year and had reached DSS 4 by 10 yr

Prognostic factors considered:

a) Sex

b) Age of onset

c) System involved at onset

d) Number of systems

e) Rate of early disability


	Probability of progression to next DSS level within 1 year (original cohort, n = 216):

DSS

Level     Probability     Median     N entering

1                0.87          0.6 yr          190

2                0.26          1.9 yr          182

3                0.31          1.8 yr          179

4                0.40          1.3 yr          171

5                0.33          1.6 yr          163

6                0.04          4.0 yr          174

7                0.10          3.9 yr          131

8                0.02        11.5 yr          125

9                0.08          7.2 yr           48

Multiple regression (accelerated failure time) analysis of prognostic factors for DSS 8:

             Regression                          Effect

Factor   Coefficient    SE    P-value  Tested

Sex           0.037      0.078    0.63     M vs. F

Age at

onset       -0.001     0.004    0.15      Linear

Years to

DSS 3       0.067      0.011   0.0001  Linear

No. of 

systems   -0.457     0.19      0.01      3 vs. 1

No. of 

systems   -0.09       0.08      0.27      2 vs. 1

Origin of 

case        -0.08        0.1        0.41  Middlesex

                                                         vs. Non-                                          

                                                       Middlesex


	QUALITY ASSESSMENT:

Study described as “population-based”?:  Yes

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  Yes

Follow up > 80%?:  NR

Outcomes assessed using a widely used scale?:  No

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  Yes

b) was there independent validation?:  No



	
	
	
	
	
	
	

	Fuhr, Borggrefe-Chappuis, Schindler, et al., 2001


	Inclusion:  Clinically definite MS; relapsing-remitting or secondary progressive course;

EDSS score ( 2 and ( 6.5; MRI during last 12 mo consistent with MS diagnosis; MRI during 2 wk before entry showing at least one gadolinium-enhancing lesion

Exclusion:  Chronic steroid or immunosuppressive drug treatment during past 6 mo; acute steroid treatment for a relapse during past 4 wk


	Prospective case series

Duration of follow up:  2 yr


	Total no. at start: 30

25 relapsing-remitting

5 secondary progressive

Completed: 30

Dropouts: 0

Age:  Median 37.5 (range, 26-50)

Sex: 

Male:  6 (20%)

Female:  24 (80%)

Baseline measures of physical and mental functioning:

Median EDSS at entry:  4.65 (range, 2-6.5)

Mean disease duration at entry: 9.2 years (range, 1.5-22 years)


	Combined motor evoked potentials (MEPs) and visual evoked potentials (VEPs), sum of Z-transformed latencies at baseline


	( EDSS 0 to 24 mo

Sum of Z- transformed latencies

> 0

( 0

> 0

9

3

( 0

8

7

Sensitivity = 9/17 (53%)

Specificity = 7/10 (70%)

PPV = 9/11 (82%)

NPV = 7/15 (47%)

Prevalence = 12/27 (44%)

Median EDSS at entry:  4.65 (range, 2-6.5)

Median EDSS at end of study:  5.1 (range, 2-9)


	Table in “Results” column, as well as predictive value information, calculated by abstractor using data from Figure 2.0 for sum of Z-transformed latencies at T0

QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  Unclear

Sample of patients assembled at an early point in the course of their disease?:  Unclear

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  No

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  NA

b) was there independent validation?:  NA



	
	
	
	
	
	
	

	Goodkin, Hertsgaard, and Rudick, 1989


	Inclusion:  Definite or probable MS 

Exclusion:  None specified


	Prospective, clinic-based, cohort study 

Duration of follow up:  1-5 yr (mean 2.6 yr)


	Total no. at start:  425

336 definite MS

89 probable MS

Completed:  

254 definite MS

Dropouts:  

82 definite MS

89 probable MS

Age:  No mean reported

Baseline measures of physical and mental functioning:

EDSS at entry (mean ( SD) (P < 0.0001):

S = 4.054 ( 6.025

RRS = 2.646 ( 3.878

RRP = 3.760 ( 2.770

CP = 5.844 ( 3.163

Disease type at entry (N):

S = 80

RRS = 155

RRP = 48

CP = 142


	Disease type (determined from

patient history 

and neurological

records)

Disease types:
S = stable 

RRS = relapsing remitting stable

RRP = relapsing remitting progressive

CP = chronic progressive
	Change in EDSS score at 2 yr (mean ( SD)  (P = 0.1296):

S = 0.108 ( 1.275

RRS = 0.098 ( 1.693

RRP = 0.717 ( 2.340

CP = 0.689 ( 1.301

No significant difference was found among the various disease types for changes in EDSS over the 2-yr time period

No significant difference in exacerbation rates by disease type


	QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  Yes

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  NA

b) was there independent validation?:  NA



	
	
	
	
	
	
	

	Koziol, Wagner, Sobel, et al., 2001


	Inclusion:  MS; relapsing-remitting disease course

Exclusion:  Not evaluable at 12 mo


	Prospective, population-based, RCT

Duration of follow up:  Examinations performed every month for 12 mo


	Total no. at start:  50

N = 24 placebo

N = 26 Cladribine

Completed:  50

Dropouts:  0

Age (mean):  

Placebo:  40.1 yr (range 31-52)

Cladribine:  44.0 yr (range 31-52)

Baseline measures of physical and mental functioning:

EDSS:

Placebo:  

Mean = 3.8

Range = 2.5-6.5

Cladribine:  

Mean = 3.9

Range = 2-6.5

SNRS:
Placebo:

Mean = 75.8

Range = 54-98

Cladribine:

Mean = 76.1

Range = 41-93
	1)  Presence of enhancing lesions on MRI

2)  Occurrence of new enhancing lesions on MRI

3)  Occurrence of new hypointense lesions (“black holes”) on MRI


	1)  Enhancing lesions in 3 consecutive monthly MRI images immediately preceding exacerbation:

PPV = 0.21 (0.121-0.306)

NPV = 0.89 (0.859-0.923)

Sensitivity = 0.36 (0.220-0.508)

Specificity = 0.85 (0.778-0.903) 

Prevalence = 0.69

2)  New enhancing lesions in 3 consecutive monthly MRI images immediately preceding exacerbation:

PPV = 0.23 (0.124-0.357)

NPV = 0.89 (0.857-0.920)

Sensitivity = 0.31 (0.180-0.459)

Specificity = 0.89 (0.841-0.929)

Prevalence = 0.64

3)  New black holes in 3 consecutive monthly MRI images immediately preceding exacerbation:

PPV = 0.20 (0.041-0.426)

NPV = 0.89 (0.855-0.916)

Sensitivity = 0.19 (0.085-0.321)

Specificity = 0.94 (0.911-0.959)

Prevalence = 0.42

4)  Conclusion – presence of possible predictors 1, 2 and/or 3 (MRI imaging-derived markers) are not useful in predicting exacerbations within 6 mo, but absence of predictors is associated with fewer relapses


	Prevalence not provided; calculated using equation:

Prevalence = SN/(SN + PPV (1-SP))

QUALITY ASSESSMENT:

Study described as “population-based”?:  Yes

Sample of patients assembled at a common point in the course of their disease?:  Unclear

Sample of patients assembled at an early point in the course of their disease?:  Unclear

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  NA

b) was there independent validation?:  NA



	
	
	
	
	
	
	

	Nortvedt, Riise, Myhr, et al., 2000


	Inclusion:  Clinical or laboratory-supported definite relapsing-remitting MS; EDSS ( 5.5; ( 2 relapses during 2 yr preceding enrollment; stable disease at inclusion

Exclusion:  Age < 18 or > 50; pregnant or lactating women; interferon treatment; immunosuppressive treatment during the previous year; steroid treatment during the month before inclusion; chronic progressive course; liver or renal disease; other serious concomitant disease

	Prospective, not population-based, based on subjects in a double-blind RCT

Duration of follow up:  12 mo


	Total no. at start:  97

Completed:  91

Dropouts:  6 lost to follow-up before 12 mo

Age:  

Mean:  34 

Range:  21-48 

Baseline measures of physical and mental functioning:

 Mean EDSS:  2.9 (range 0-5.5)

Mean disease duration:  6.9 years 

Baseline QOL ratings (n):

Poor = 5

Fair = 33

Good = 43

Very good = 9

Excellent = 1


	Quality of life as reported by SF-36 Health Survey


	Mean change in EDSS over 12 mo:  Increase of 0.19 (range:  -1 to 2.5)

Baseline EDSS score was not correlated to change in EDSS score (P = 0.65)






   Increased EDSS 

Initial QOL                       over 12 mo

Poor/Fair



16/38 (42%)

Good/Very Good/

12/53 (23%)

Excellent

Relative risk = 1.9 (CI, 1.0 to 3.5)

The risk of experiencing a worsening EDSS score was 1.9 (95% CI, 1.0 to 3.5) for those who evaluated their health as poor or fair compared to good, very good, or excellent.  

No other measure in the SF-36 was predictive of EDSS worsening, after adjusting for multiple comparisons.


	QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  No

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  No

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  No

b) was there independent validation?:  NA



	
	
	
	
	
	
	

	Rovaris, Comi, Ladkani, et al., 2003


	Inclusion:  Age 18-50; clinically definite MS for at least 1 yr; relapsing-remitting disease course; EDSS 0.0-5.0; ( 1 documented relapse in preceding 2 yr; ( 1 contrast-enhancing lesion on screening brain MRI images; clinically relapse-free and without steroid treatment in the 30 days before study

Exclusion:  None specified


	Cohort derived from subjects in a RCT

Duration of follow up:  9 mo


	Total no. at start: 239 (119 received 20 mg glatiramer acetate [GA]; 120 received placebo)

Placebo group:

Completed: 113

Dropouts:  7

Age:  34.0 ( 7.5 years

GA group:

Completed: 112

Dropouts:  7

Age:  34.1 ( 7.4 years

Baseline measures of physical and mental functioning:

Disease duration (mean ( SD): 

Placebo:  7.9 ( 5.5 yr

GA:  8.3  ( 5.5 yr

Prior 2-yr relapse rate (mean ( SD):

Placebo:  2.5 ( 1.4

GA:  2.8 ( 1.8

EDSS score (mean ( SD):

Placebo:  2.4 ( 1.2

GA:  2.3 ( 1.1

No. of enhancing lesions (mean ( SD):

Placebo:  4.4 ( 7.1

GA:  4.2 ( 4.8


	Overall burden (volume) of T2-hyperintense at baseline (T2BLV) or T1-hypointense (T1BLV) lesions


	Spearman rank correlation coefficients between measure and EDSS Score (p value):

All Patients (n = 239)

Measure      Baseline             Change

T2BLV        0.28 (< 0.001)      0.16 (0.02)

T1BLV        0.19 (0.003)         0.18 (0.006)

Multivariate regression reported to show that number of relapses during the study period was correlated with the number of relapses in the 2 yr before randomization (p = 0.005); when number of contrast-enhancing lesions at baseline was added, it was significant     (p < 0.001).

 
	Details of multivariate modeling, including validation, not provided

QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  No

Sample of patients assembled at an early point in the course of their disease?:  No

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  Yes

b) was there independent validation?:  No



	
	
	
	
	
	
	

	Runmarker, Andersson, Odén, et al., 1994


	Inclusion:  Definite or probable MS; relapsing-remitting course; acute onset

Exclusion:  Progressive course from onset; lack of sufficient patient data


	Prospective, population-based, cohort study

Duration of follow up:  25 yr


	Total no. at start:  308

255 with definite or probable disease

200 with sufficient data for analysis and non-progressive disease at onset

Completed:  200

Dropouts (from original cohort):  

4 lost to follow up

63 died before end of 25-yr follow up

Age (at onset):  

< 19:  25 

20-29:  71 

30-39:  65 

40-49:  32 

( 50:  7 

Baseline measures of physical and mental functioning:  NR
	1)  Age at onset (Age)

2)  Sex (1 = female)

3)  Degree of remission after relapse (Remis, 1 = incomplete)

4)  Mono- or polyregional symptoms (Region, 1 = polyregional)

5)  Type of affected nerve fibers (1 = afferent with origin inside CNS, 2 = efferent or mixed)

(Type 1 or Type 2)

6)  Number of affected neurological systems (# Sys)

7)  Time since onset (Time since onset)


	(Probability of event = EXP(( coeff x value)

Model 1 – analysis from onset, start of progressive disease as endpoint (n = 200):

Factor         Coeff           SE        Risk Ratio

Constant    -4.550        0.5446

Age           0.04748      0.01611    1.049

Sex            0.8388       0.6150      2.314

Remis        0.2659       0.2028      1.305

Type 1       0.1639       0.3886      1.178

Type 2       0.4954       0.2822      1.641

Region       0.07666     0.3971      1.080

(Age) x      -0.04222    0.01895     0.959

(Sex)

(Remis) x   1.046         0.5329       2.846

(Region)

Model 2 – analysis from onset, DSS 6 as endpoint:

Factor         Coeff           SE        Risk Ratio

Constant    -4.917        0.4323

Age           0.02498      0.009119   1.025

Type 1       0.6290       0.4145       1.876

Type 2       0.7872       0.3327       2.197

Region       0.7978       0.2639       2.221

Model 3 – analysis from end of 5th calendar year, start of progressive disease as endpoint (n = 151):

Factor         Coeff           SE        Risk Ratio

Constant    -2.921        0.4767

Sex            -0.07462    0.2891       0.928 

# Sys         -0.8975      0.4228       0.408

Remis         0.6295      0.4108       1.877

Type 1       0.3800       0.5765       1.462

Type 2       -0.08682    0.4639       0.917

(# Sys) x    0.3330       0.1284       1.395

(Remis)

(# Sys) x    0.8177       0.4592       2.265

(Type 1)

(# Sys) x    0.8991       0.4277       2.457

(Type 2)

(Sex) x       -0.9739      0.4610       0.378

(Remis)

Model 4 – analysis from end of 5th calendar year after onset, DSS 6 as endpoint:

Factor         Coeff           SE        Risk Ratio

Constant    -4.258        0.4007

# Sys         -0.05465    0.09212     0.947

Remis        -0.3798      0.3717       0.684

Type 1       1.004         0.4760       2.729

Type 2       0.6038       0.3927       1.829

Region       0.7181       0.4292       2.051

(# Sys) x    0.4114       0.1324       1.509

(Remis)

Model 5 – model for the relationship between age at onset, current age, and the risk of start of progressive course:

Factor            Coeff            SE       Risk Ratio

Constant       -7.572         1.211

Time since     0.3569       0.08758      1.429

onset 

Age at            0.1631       0.05984      1.177

onset

(Time since   -0.007357   0.002389    0.993

onset)2
(Age at          -0.001447   0.0007719  0.999

onset)2
Remis             0.3588       0.1774       1.432

(Time since   -0.006126   0.001816    0.994

onset) x 

(Age at onset)


	QUALITY ASSESSMENT:

Study described as “population-based”?:  Yes

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  Yes

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  Yes

b) was there independent validation?:  Yes


	
	
	
	
	
	
	

	Stevenson, Leary, Losseff, et al., 1998


	Inclusion:  Patients recruited from previous cohort – patients had clinically definite MS; control subjects – healthy (non-MS)

Exclusion:  None specified


	Prospective, not population-based, case series

Duration of follow up:  1 yr


	Total no. at start:  41

(28 patients, 13 controls)

Patient disease types:

12 primary progressive (PPMS);

6 secondary progressive (SPMS);

6 relapsing-remitting (RRMS);

4 benign (BMS)

Completed:  41

Dropouts:  0

Age:  

Control: 46.3 (range 30-59);

Patients: 45.1 (range 27-65)

Baseline measures of physical and mental functioning:

 Mean disease duration in years (range):

PPMS:  10.9 (4-22)

SPMS:  19.3 (17-24)

RRMS:  5.6 (2-9)

BMS:  17.3 (13-22)

Median EDSS (range):
PPMS:  5.75 (3.0-8.5)

SPMS:  7.25 (6.0-8.0)

RRMS:  3.25 (1.5-6.5)

BMS:  2.25 (2.0-3.0)

Mean cord size (mm2): 

PPMS:  71.98

SPMS:  57.03

RRMS:  83.97

BMS:  71.35

Control:  80.95


	Baseline cross-sectional area of spinal cord 


	Change in cord size, patients vs. controls:

Mean change in cord area, mm2  (%):

Controls: -0.77 (-0.92)

Patients: -2.26 (-3.71)

p = 0.05 (% change, p = 0.03)

Patient subgroups:

Number of patients with definite change in EDSS:

PPMS: 2/12

SPMS: 2/6

RRMS: 1/6

BMS: 3/4

Mean change in cord area, mm2 (%):

PPMS: -3.52 (-5.2), p ( 0.001

SPMS: -0.26 (-0.7), p = NS

RRMS: -2.98 (-3.8), p ( 0.001

BMS: -0.41 (-0.8), p = NS

Compared with 20 patients without definite increase in EDSS over 12 months, the 8 patients with definite increase in EDSS had similar cord area at baseline (p = 0.69) and similar change in cord area during the year (p = 0.51).


	QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  No

Sample of patients assembled at an early point in the course of their disease?:  No

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  No

b) was there independent validation?:  No



	
	
	
	
	
	
	

	Trotter, Clifford, McInnis, et al., 1989


	Inclusion:  Definite MS (chronic progressive or stable); age 20-50

Exclusion:  Chronic progressive MS with an increase over the prior year of > 8 points on MRD or > 3 points on EDSS


	Prospective, not population-based, case series

Duration of follow up:  18 mo


	Total no. at start:  42

30 chronic progressive MS (CPMS; 15 untreated [placebo] patients);

10 stable MS patients;

12 normal control subjects 

Completed:  37

Dropouts:  5 from CPMS placebo group

Age, mean ( SD (range):

Total CPMS patients: 41.3 ( 8.9 (22-57);

Untreated CPMS patients (subset): 40.4 ( 10.2 (22-57);

Stable MS patients: 36.2 ( 13.1 (26-60);

Normal controls: 36.2 ( 10.4 (26-58) 

Baseline measures of physical and mental functioning:

EDSS:

Untreated CPMS (n = 9): 5.7 ( 1.2 (3.0-7.0);

Stable MS (n = 10): 5.9 ( 0.9 (3.5-6.5)


	1)  Concanavalin A suppressor assay

2)  Mitogen stimulation

3)  Phenotyping of peripheral blood mononuclear cells

4)  Interleukin-2 levels


	IL-2 baseline vs. ( EDSS over 18 months

R = 0.66

P = 0.01

Illustrative 2 x 2 table (derived from Figure 5; retrospectively selected cutpoint of 40 U/mL)

( EDSS over 18 mo

( 1

< 1

IL-2 (U/mL)

> 40

4

0

( 40

2

6

Sensitivity = 67%

Specificity = 100%

PPV = 100%

NPV = 75%

Prevalence 50%

No other measures correlated with prognosis
	Multiple comparisons, not addressed.  A priori cutpoints for test results not provided.  Results not provided for normal controls separate from non-progressing MS patients.  Only 12 patients with IL-2 and 18-mo EDSS reported of the original patient series.

QUALITY ASSESSMENT:

Study described as “population-based”?:  No

Sample of patients assembled at a common point in the course of their disease?:  Nor

Sample of patients assembled at an early point in the course of their disease?:  No

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Unclear

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  NA

b) was there independent validation?:  NA



	
	
	
	
	
	
	

	Villar, Masjuan, González-Porqué, et al., 2002


	Inclusion:  MS diagnosis, 

Exclusion:  


	Prospective case series

Duration of follow up (months):  

Overall:

Mean:  21.6 ( 2.28 

Range:  6-36

Group 1 (intrathecal IgM synthesis [ITMS]) (mean):  

18.00 ( 2.83

Group 2 (no ITMS) (mean):  24.67 ( 3.29

(between-group difference NS)

Lumbar puncture to determine presence/ absence of ITMS performed within 6 mo of clinical onset (mean 1.14 ( 0.33 mo)

	Total no. at start:  22 

21 relapsing-remitting 

1 primary progressive 

Group 1:  10 

Group 2:  12 

Completed:  22

Dropouts:  0

Age:  

Group 1:  27.91 ( 2.86 

Group 2:  29.00 ( 2.91 

EDSS:

Group 1:  1.05 ( 0.27

Group 2:  1.17 ( 0.24

Mo. since onset:

Group 1:  1.53 ( 0.65 

Group 2:  0.83 ( 0.25 

Albumin index:

Group 1:  5.42 ( 0.81

Group 2:  4.40 ( 0.49

IgG quotient:

Group 1:  4.23 ( 0.63

Group 2:  4.32 ( 0.64

IgM index:

Group 1:  0.248 ( 0.059

Group 2:  0.063 (  0.016

P = 0.003

Cells:
Group 1:  6.00 ( 3.48

Group 2:  8.75 ( 3.24
	Presence of ITMS


	Mean EDSS score at end of follow-up period:

Group 1:  1.70 ( 0.23

Group 2:  0.79 ( 0.22

P = 0.02

Probability of progression of at least 1 unit in the EDSS after at least 1 yr of evolution (n = 18; those who made it to at least 1 yr of follow-up):

Group 1:  50%

Group 2:  No increase in EDSS shown

P = 0.01

Mean number of relapses during year 1:

Group 1:  1.86 ( 0.46

Group 2:  0.2 ( 0.13

P = 0.0068

Probability of remaining without interferon-( treatment:

Group 1:  0% after 20 months

Group 2:  45.7% at end of study

P = 0.0001


	QUALITY ASSESSMENT:

Study described as “population-based”?:  Yes/No

Sample of patients assembled at a common point in the course of their disease?:  Yes

Sample of patients assembled at an early point in the course of their disease?:  No

Follow up > 80%?:  Yes

Outcomes assessed using a widely used scale?:  Yes

Outcomes assessed in a blind fashion?:  Yes

If subgroups with different prognoses identified:

a) was there adjustment for important prognostic factors?  NA

b) was there independent validation?:  NA
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