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A collaboration of scientific technology and clinical expertise

Clinical Data

Serological Data whole blood 50ml

Collaborators

• Determine and validate biomarkers that predict drug response
and toxicity in rheumatoid arthritis.

•  Determine and validate biomarkers that predict disease
activity and prognosis in rheumatoid arthritis.

•  Evaluate the natural history of treated rheumatoid arthritis by
measuring clinical, functional and economic outcomes

Technology Platforms for biomarker
discovery Whole blood 50ml

Abstracts/Publications

PUBLICATIONS:
• Common variants at CD40 and other loci confer risk of rheumatoid

arthritis. Raychaudhuri1 S, et al Nat Genet. 2008 Oct: 40(10):1216-23. Epub
2008 Sep 14.

•  TNF Inhibitors May Improve Asthma Symptoms: A Case Series of 12
Patients with Rheumatoid Arthritis and Asthma. Stoll ML, et al J Clin
Rheumatol 2008, (in press. )

• A broad analysis of IL1 polymorphism and rheumatoid arthritis. Johnsen
AK et al. Arthritis Rheum. 2008 Jul;58(7):1947-57.

• TNF inhibitors may improve asthma symptoms: a case series of 12
patients with rheumatoid arthritis and asthma. Stoll ML et al. J Clin
Rheumatol (in press)

• Vitamin E in the primary prevention of rheumatoid arthritis: A Women’s
Health Study. Karlson EW et al Arthritis and Research 2008 (in press)

• Predictors of Discontinuation of Tumor Necrosis Factor Inhibitors in
Patients with Rheumatoid Arthritis. Agarwal SK et al. J Rheumatol. 2008
Sep;35(9):1737-44. Epub 2008 Jul 15.

• Two independent alleles at 6q23 associated with risk of rheumatoid
arthritis, Plenge, RM, et. al., Nature Genetics, 2007 Oct;

• Peripheral Blood Expression of Nuclear Factor-κB-Regulated Genes Is
Associated with Rheumatoid Arthritis Disease Activity and Responds
Differentially to Anti-Tumor Necrosis Factor-α versus Methotrexate.
Parker A, et. al., J Rheumatol 2007 Sep;34(9):1817-22

• Associations between HLA, PTPN22, CTLA4 genotypes and RA
phenotypes of autoantibody status, age at diagnosis, and erosions in a
large cohort study. Karlson EW, et.al. Ann Rheum Dis. 2008 Mar;
67(3):358-63.

• Outcomes in rheumatoid arthritis: incorporating the patient
perspective.. Heller JE, Shadick NA. 2007 Mar;19(2):101-5. Review  Curr
Opin Rheumatol

• Opposing effects of the D70 mutation and the shared epitope in HLA-
DR4 on disease activity and certain disease phenotypes in rheumatoid
arthritis. Shadick NA, et.al.. Ann Rheum Dis. 2007 Nov; 66(11):1497-502.

• Agreement between patient report and medical record review for
medications used for rheumatoid arthritis: the accuracy of self-reported
medication information in patient registries. Solomon DH, et. al, Arthritis
Rheum. 2007 Mar 15;57(2):234-9.
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Moving to “Personalized
Medicine” in RA

For further information regarding BRASS, please contact
Dr. Nancy Shadick at nshadick@partners.org or visit our
website at www.BRASSSTUDY.org

• Broad Institute, Cambridge, MA
• University of Alabama
• UCLA, School of Medicine
• National Institute of Environmental Health
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• Bristol Myers Squibb Foundation

 

 
Questionnaire Timepoints 

(months)  

PATIENT DOMAINS  0 6 12  18  24  30  36  42  48  54  60  

DNA !            

Serum !   !   !   !   !   !  

RNA !   !     !   !   !  

Whole blood  !   !     !   !   !  

Hand Radiographs  !     !       !  

Demographics   -  Age, Gender, Ethnicity  

General H ealth   

 Symptoms   !  !  !   !   !   !   

 List of co -morbidities  !   !   !   !   !   !  

 New conditions   !   !   !   !   !   

 Surgeries  !  !  !  !  !  !  !  !  !  !  !  

 Lung  !   !   !   !   !   !  

 Cognitive function  !   !   !   !   !   !  

 Menopause   !           

 Pregnancy    !   !   !   !   !  

      Oral Contraceptive Use        !      

      Menstruation history        !      

 Antibiotic use  (past 6 mos)   !  !  !  !  !  !  !  !  !  !  

 Vaccinations    !          

 Teacher/Healthcare    !          

      Teeth and Gums        !      

Current Meds   

 Arthri tis  !  !  !  !  !  !  !  !  !  !  !  

 Pain  !  !  !  !  !  !  !  !  !  !  !  

 Corticosteroid  !  !  !  !  !  !  !  !  !  !  !  

 CAM  !  !  !  !  !  !  !  !  !  !  !  

 Vitamins  !  !  !  !  !  !  !  !  !  !  !  

 Non -arthritis meds  !  !  !  !  !  !  !  !  !  !  !  

 Alternative Providers  !   !   !   !   !   !  

 Exercise  !   !   !   !   !   !  

Past Meds   

 All Arthritis (past 6 mos)  !    !    !    !    !    !  

 Methotrexate (past 6 mos)    !    !    !    !    !    

General Health (function & pain)  

 MDHAQ  !  !  !  !  !  !  !  !  !  !  !  

 SF-12      !   !   !   !  

 MH-5  !   !          

 PHQ -9    !    !   !   !   

 EuroQol   !  !  !  !  !  !  !  !  !  !  

 Radai + join man  !  !  !  !  !  !  !  !  !  !  !  

 Arthritis self -efficacy  !   !     !     !  

 Flare Q  !  !  !  !  !  !  !  !  !  !  !  

 RA Concerns    !   !   !   !   !  

Berkman -Syme (social support)
 
   !     !     !  

      Quality of Life Scale        !      

      MOS Sleep Scale
 

      !      

Miscellaneous  

 Employ -disability, income  !   !   !   !   !   !  

 Health Ins/Medication Ins      !        

 Health Care Resource    !  !  !  !  !  !  !  !  !  !  

 PHYSICIAN DOMAINS Baseline Annual 

Inclusion Criteria !  

    

Health & Symptoms   

Morning Stiffness 
! ! 

VAS 
! ! 

Infection/Opportunistic Infections 
! ! 

Extra-Articular Manifestations 
! ! 

Co-morbidities/drug toxicities 
! ! 

28 Joint count ! ! 

Medication Changes   

Start 
! ! 

Stop/reason  
! ! 

Change/reason 
! ! 

 

64.2%CCP positive, %
62.6%RF positive, %

4.0 (1.6)DAS28-CRP, mean (SD)
0.6 (0.0-2.7)MDHAQ, median (range)
13.8 (12.4)Disease Duration, mean (SD)
56.8 (14.1)Age, mean (SD)

82.1Female, %

Values
N=1084
Variable

2008 BRASS POSTERS/PRESENTATIONS:

• Identification of Genes Associated with Rheumatoid Factor in
Rheumatoid Arthritis Patients: A Genome Wide Association Study,
132/POSTER

• Baseline Hand Digital X-ray Radiogrammetry (DXR) Does Not Predict
Radiographic Progression Among Postmenopausal Women with
Longstanding Rheumatoid Arthritis, 531/POSTER

• Pregnancy Outcomes in Women with Rheumatoid Arthritis,
729/POSTER

• Clinical Outcomes in Patients After One or Multiple anti-TNF Therapies
in Rheumatoid Arthritis, 974/POSTER

Cohort

1Nancy A. Shadick, MD, MPH, Co-PI; 1Michael Weinblatt, MD, Co-PI;
2Elena Izmailova, PhD, Co-PI; 3Ronenn Roubenoff, MD, MHS, Co-
PI;
1Christine Iannaccone, MPH, Project Manager

LimitationsLimitationsLimitations

The BRASS registry began recruitment in March 2003
establishing a prospective observational cohort of 1,000
rheumatoid arthritis patients in order to:

Two independent alleles at 6q23 associated with risk
of rheumatoid arthritis

(Plenge R, et al. Nat Genet. 2007 Nov: 39 1477-82)

Results for SNPs genotyped across 1 Mb as part of the original GWA scan in 397 CCP+ RA
cases and 1,211 related controls (gray diamonds), as well 17 SNPs genotyped in additional
replication samples (2,283 unrelated CCP+ RA cases and 3,258 unrelated controls). In the
replication samples, the color of each diamond is based on r² (CEU HapMap) with the most
significant SNP in our study (rs10499194). The blue diamond indicates the P value for all
samples in our study (original GWA scan plus replication samples), as determined by
Fisher’s method of combining P values (EIGENSTART in both original GWA scan and
replication samples). The recombination rate based on CEU haplotypes. The green arrows
indicate gene location; the associated SNP is ~185kb from either TNFAIP3 or OLIG3.


