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Optimized Laboratory Testing for Connective Tissue
Diseases in Primary Care: The Mayo Connective Tissue

Diseases Cascade

s common in tl ral population,
. nmune dis 1
so-called connective tissue diseases, are relatively rare.
Many patients show some ser ic evidence of
autoimmunity, but few have the constellation of
characteristic signs and symptoms and disease-specific
autoantibodies required to establish the diagnosis of a
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Optimum medical management of patients with

equires early and accurate

diagnosis, mosis can result in inappropriate

treatment with potentially dangerous medications and
referrals to specialist physicians; whereas

connective bssue dise
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Relative Distribution of Disease States for
Positive ANA Tests

Hashimoto’s thyroiditis
Graves’ disease
Autoimmune hepatitis

| Scleroderma
Multiple sclerosis
Primary biliary cirrhosis
Chronic infections
(hepatitis B,
hepatitis C, HIV)
Cancer
Raynaud phenomenon
Other rheumatic diseases

(osteoarthritis, other
arthritis, fibromyalgia)
Healthy individuals

* Sjogren syndrome
Polymyositis
@.m MAYD CLINIC Mixed connective tissue disease (MCTD)
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Connective Tissue Diseases Cascade Test-Ordering Algorithm

#83631 connective tissue diseases cascade, serum

v

#84182 cyclic citrullinated
peptide antibodies, IgG, serum

220U

-

Positive result supports
the diagnosis of RA

<20U

o

v

#9026 antinuclear antibodies
(ANA), serum

<3.0U

—>

No further testing

No further testing

v

#8178 DNA double-stranded (ds-
DNA) antibodies, IgG, serum

210 IU//mL

v

Positive result
supports the
diagnosis of SLE

v

performed
SS-A/Ro
SS-B/La
Sm A

#89035 antibody to extractable
nuclear antigen evaluation serum

This test includes the following IlgG
antibodies, which are automatically

RNP
Scl 70
Jo 1

v

#9278 centromere

antibodies, IgG, serum

>1.0U

v

syndrome

Positive result supports
the diagnosis of CREST

v

v

v

v

v

v

v

#87837 ribosome P
antibodies, IgG, serum

21.0U

v

Positive result supports
the diagnosis of SLE
and may indicate the

presence of CNS
involvement

SS-A/Ro antibodies

SS-B/La antibodies

Sm antibodies

RNP antibodies

Scl 70 antibodies

Jo 1 antibodies

=>1.0U

v

=>1.0U

v

=>1.00U

v

>1.00U

v

=>1.0U

v

=>1.00U

v

Positive result
supports the
diagnosis of Sjogren
syndrome or other
CTD

Positive result
supports the
diagnosis of Sjogren
syndrome or other
CTD

Positive result
supports the
diagnosis of SLE

Positive result
supports the
diagnosis of mixed
connective tissue
disease

Positive result

supports the
diagnosis of
scleroderma

Positive result
supports the
diagnosis of
polymyositis

CNS: central nervous sytem; CREST: calcinosis, Raynaud’s disease, esophageal motility disorder, sclerodactyly and telanglectasia; CTD: connective tissue disease;

SLE: systemic lupus erythematosus
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Negative Rates — Trailing Averages
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Negative Rates — Trailing Averages

o Current day 7/20/09 switch to Triturus

i Trailing 25 testing days 8/19/09 adjust wash program
i ; 10/31/09 begin lot 24591572
- Trailing 50 testing days
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Weak Positive Rates — Trailing Averages

7/20/09 switch to Triturus
8/19/09 adjust wash program
10/31/09 begin lot 24591572
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Trends in ANA Proficiency Testing Methods
2006-2009

ANA Screening by Platform
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Survey
2006 B

2006 C

2006 C
2008 A
2009 A
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Sample Characteristics of
Positive ANA Patient Samples that had
Detection Rates <75% by MIA

Agreement
rate

Pt no. (%) IFA titer
ANA 7 40 120-320
ANA 12 11 64-80
ANA 15 72 128-320
ANA 3 1 320-640
ANA 5 2 128-640

Laboratory-reported
IFA pattern

Homogeneous diffuse

Homogeneous diffuse (70)/

speckled (30)
Homogeneous diffuse
Nucleolar

Nucleolar
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Summary of Performance of Each Method on
ANA Negative Patient Samples

2006-2009
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Summary of Performance of Each Method on
ANA Positive Patient Samples

2006-2009
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