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Regional 4 Collaborative Project
• Project is based on active participation of NBS labs



Active Participation
• Timely submission of data 

– %iles of normal population
– Cutoff values
– True positive cases
– Performance metrics

• Involvement in other activities
– Sample exchange
– Conference calls
– Training courses
– Working group meetings



Active US Participants
(as 05/17/07)

Possible imminent
addition



Active International Participants
(as 05/17/07)



Regional 4 Collaborative Project

• Standardized collection of NBS data (MS/MS only)

• Data collected

– %iles of normal population (AA, AC, ratios)

– Cutoff values (as used in local routine practice)

– AA and AC values of confirmed positive cases

– Performance metrics (PPV, FPR, det. rate)

• Project is based on active participation of NBS labs



State screening
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www.region4genetics.orgwww.region4genetics.org





Project in Numbers 
US participants 

International participants (countries)

True positive cases

Collected data points

True positive analytes & ratios

Informative markers

Percentiles (contributors)

Cutoff values (contributors)

Conditions with >50 cases

Uniform panel

Secondary targets

30

28 (16)

2,950

149,948

8,676

3,756 (19)

1,493 (35)

14/20

3/22

Dec-06 
38

33 (20)

3,865

168,086

11,497

7,822 (37)

2,345 (57)

14/20

3/22

May-07 
27%

18% (25%)

31%

12%

36%

108% (95%)

57% (63%)

0% (2>40)

0% (2>40)

Delta
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PROJECT
TOOLS

• Monthly updates
• Posted on website
• Monthly updates
• Posted on website

www.region4genetics.orgwww.region4genetics.org
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RANGES



The Cutoff Target Range (ARG)

30
69

The range of concentration 
between the 99%ile of the 
normal population and the 
5%ile of the disease range



The Score Card (AA)



AA Ratios (7)
AA
(9)

AC
(27)

AC
Ratios

(21)
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AA & AC
PLOTS







State screening
by MS/MS

Data true
positives

Percentiles,
Cutoff values

Web
site

Marker
%iles

Disease
ranges

COMPARISON
TOOLS



50%ile Comparison Tool





99%ile Comparison Tool



Cutoff Comparison Tool
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Performance Metrics



Sample ExchangeSample Exchange

Stephanie Mayfield, MD 
Kentucky

Stephanie Mayfield, MD 
Kentucky



Targets of the Program
1. 100% correlation of TP cases with 

threshold of 95% 

2. 90% of primary analyte(s) values within 
20% of submitters corresponding values

3. 100% active participation from all states 
within Region 4 in the exchange process

4. Increase participation from at least three 
states outside of Region 4



100% Correlation of TP Cases
(threshold of 95%)

• As of May 3, 2007
– 138 cases
– 119 completed, 19 pending
– 97% correlation

• 3 discrepancies
– VLCAD
– GA I
– Maternal CUD



Training CoursesTraining Courses





Collaborative ProjectCollaborative Project

(The sequel: 2007-2012)(The sequel: 2007-2012)



• Development and implementation in screening 
practice of clinically validated cut-off values and post-
analytical tools

• Training course at Mayo in small groups
• Development of customized software to manage data 

collection, analysis, and reporting of NBS data
• Collection, compilation and monitoring of performance 

metrics, with definition of targets of acceptable 
performance

• Monthly conference calls and bi-annual face-to-face 
meetings

• Continuing clinical validation of 2nd tier tests
• Round robin sample exchange 

Project Objectives (2007)



• Development and implementation in screening 
practice of clinically validated cut-off values and post-
analytical tools

• Training course at Mayo in small groups
• Development of customized software to manage data 

collection, analysis, and reporting of NBS data
• Collection, compilation and monitoring of performance 

metrics, with definition of targets of acceptable 
performance

• Monthly conference calls and bi-annual face-to-face 
meetings

• Continuing clinical validation of 2nd tier tests
• Round robin sample exchange 

Project Objectives (2007)



Operating Principles
• Web-based access, password protected, large (100-

200) number of total users with the expectation of 
multiple simultaneous log-ins

• Peripheral data submission (participants enter own 
data, not done centrally)

• Automation of administrative functions (e-mail 
reminders, monthly posting of general updates)

• On demand, user-driven production of project tools 
(score cards, plots)

• Easy generation of customize reports (comparison 
tools of own data vs. cumulative data)

• Flexibility to add new conditions and markers (with 
potential applicability beyond MS/MS panel), and to 
query the database to generate novel reports



Of all cooperative enterprises, 
public health is the most important 
and gives the greatest return

Of all cooperative enterprises, 
public health is the most important 
and gives the greatest return

Charles J. Mayo, MDCharles J. Mayo, MD


	Regional 4 Collaborative Project
	Active Participation
	Regional 4 Collaborative Project
	Project in Numbers 
	Sample Exchange
	Targets of the Program
	100% Correlation of TP Cases�(threshold of 95%)
	Training Courses
	Collaborative Project
	Project Objectives (2007)
	Project Objectives (2007)
	Operating Principles
	Of all cooperative enterprises, public health is the most important and gives the greatest return

