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Charge of Subcommittee

Assessment of laboratory methodologies
and standards for testing panels of

Inherited disorders in newborn and
children

Process definition for addition/deletion
of conditions to uniform panel

Evaluation of new technologies

Focus on infrastructure services



Focus on Infrastructure Building Services:
Core Public Health Services
Delivered by MCHB Agencies

DIRECT
HEALTH CARE
SERVICES
(GAP FILLING)
Examples:

Basic Health Services and
Health Services for CSHCN

ENABLING SERVICES
Examples:

Transportation, Translation, Outreach, Respite
Care, Health Education, Family Support Services,
Purchase of Health Insurance, Case Management,

Coordination with Medicaid, WIC and Education

POPULATION--BASED SERVICES
Examples:

Newborn Screening, Lead Screening, Immunization,
Sudden Infant Death, Counseling, Oral Health,

Injury Prevention, Nutrition and Outreach/Public Education
EE—

INFRASTRUCTURE BUILDING SERVICES
Examples:

Needs Assessment, Evaluation, Planning, Policy Development, Coordination,
Quality Assurance, Standards Development, Monitoring, Training, Applied Research,
Systems of Care and Information Systems




Infrastructure Building Services

DIRECT

Nomenclature

CARE
SERVICES

ENABLING SERVICES Testi n g Strateg i eS

POPULATION-BASED

Cut-off values

INFRASTRUCTURE BUILDING SERVICES > E

Performance metrics

Reporting



Nomenclature

Provide guidelines for standardized "counting"”
of conditions

Clinical phenotype

Group of conditions

Primary marker

Test platform

Response to treatment

Number of loci

Ad hoc criteria (to be established)

Facilitate communication to professionals and

consumers by providing structural feedback to
education subcommittee



Testing Strategies

Evaluation and standardization of pre-
analytical, analytical, and post-analytical
practices

Time of collection
2nd collection

All cases

First abnormal (repeat test)
2nd tier tests

Biochemical

Molecular

New technologies
Interpretation (profile evaluation)

Timing of confirmatory testing



Cut-off Values

Disease range vs. normal range
Use of analyte ratios
Monitoring of abnormal results
True positives
Reported abnormal, false positive
Interpreted as not significant
Normalization (abnormals/10,000 cases)

Impact of 2nd tier tests



Reporting

Standardization of required elements
Quantitative results

Cut-off

Prior experience (range)

Interpretation

Differential diagnosis, if applicable

Recommendations for confirmatory testing



Performance Metrics

Definition of targets

Detection rate
Cumulative
By condition

False positive rate
Cumulative
By analyte

Positive predictive value
Cumulative
By analyte

Proficiency testing (beyond QC)
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Cross Cutting Focus Areas

Evaluation
Cost-effectiveness
Assessment methodology
Clinical validity and utility

Health outcomes

Information technology

Data integration
Data access

Privacy

Financing



Addition/Deletion of Conditions:
Process Evaluation

Dynamic, open-ended process

Driven by stakeholders

Consumer advocates
Clinical investigators
Researchers (basic, transitional)
Providers of laboratory services

Industry

Use of prospective evaluation tool



The Path to
the FUTURE

Survey consensus:
Mean score <100
No Median score <200

Is there
a TEST
available?

CONDITION

Survey consensus:
Mean score >100
Median score =200

SURVEY
SCORE

Secondary targets
and No NBS
conditions

A 4 A 4

>1,200 1,000-1,200 <1,000

Is treatment No conditionipart No Is Condition still No
available and/ chalditerential detected as part
P diagnosis for a of a multiplex
or necessary? re conditi

profile?

L—--—-————-—-—-—-—--—-

Yes Yes Yes
No | To be reconsidered
understood? based O n :
ves 1) New screening methods
CORE PANEL
2) New treatments
4
If patient i I
G\ aerer [ wevoms Iyt b on 3) Evolving knowledge of
patients gl ONLY 2) New treatments . - .
affected? 3) Knowledge of natural history n at u ral h I S t O ry
Yes

FULL NBS PROGRAM



Prospective Evaluation Tool

HRSAACMG UNIFORM CONDITION PANEL
EVALUATION TOOL

INSTRUCTIONS

This teol is 1 aid MES Advisery Committes of ndividual StatesRegions (or ad hod expt panels) bvolved i the
assessment of the HBS “Miness” of condSlons cunrenvtly not screened for n thadr program bt incboded i the

HREAL CMG uniform comndbon pams

mame| Prion)
IRETITUTION]| Fay

patel Emad)
ADDRESS

Provider of Screenlng Eervices [TEETING)
Provider of Screening Eervices (FOLLOW UF)
Provider of Screening Eervices (ADEIMISTRATICH)
Provider of Screaning Esvices (POLICT]

Provider of Déagnosiic Besvices
Primary Cane Provider
Bpecialty Care Prowvider

GO UmET

This page of INSTRUCTIONS
i page listing CRITERIA and SCORES

A worksheed lisling NBS REFERENCE CONDITIONS. Bcoring these well known conditions is
encouraged 1o sell-assess hiw the respondent’s scores compare with the resulls of the
HRS&ACMG survey (listed al the top)

A blank worksheets where 1o list the condition]s) under evaluation for inclusion/esclusion

To better define a condition under evaluation, consider inchuding the name of the deficient enzyme

and the DMK number together with the common name of the disorder

Far each criterion, snier ane ol the scores provided. I ansure, anter =L~
A BLANK means ZJERD

Afer compleling the 1ool, please mail or Tax il lo your project coordinator [see bedow)

Thank you Tor your parlicipation

PROJECT COORDMMATOR

HAaME

ADDREES

FHORE FAER I

E-NAL
—
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<= INTRODUCTION
This tool is to aild NBS
Advisory Committee of
Individual States/
Regions (or ad hoc

D expert panels) involved
In the assessment of the
NBS "fithess" of
conditions currently not
screened for in their
program



Prospective Evaluation Tool

HRSAACMG UNIFORM CONDITION PANEL
EVALUATION TOOL

INSTRUCTIONS

This 1ol is 1 aid MES Advisery Commites of individeal StatesRegions (o ad hoc edpst panals) volved in tha

assessment of the HBS “Miness” of condSlons cunrenvtly not screened for n thadr program bt incboded i the
HREAL CMG uniform comndbon pams

mame| Prion)
IRETITUTION]| Fay

patel Emad)
ADDRESS

| | Prowider of Screening Besvices [TESTENG)

. Provider of Screening Eervices (FOLLOW UF)

| ] Prowider of Screening Barvices [ADMMISTRATION)
Provider of Screaning Esvices (POLICT]

Provider of Déagnosiic Besvices
Primary Cane Provider
Bpecialty Care Prowvider

GO UmET

This page of INSTRUCTIONS
i page listing CRITERIA and SCORES

A worksheed lisling NBS REFERENCE CONDITIONS. Bcoring these well known conditions is
encouraged 1o sell-assess hiw the respondent’s scores compare with the resulls of the
HRS&ACMG survey (listed al the top)

A blank worksheets where 1o list the condition]s) under evaluation for inclusion/esclusion

To better define a condition under evaluation, consider inchuding the name of the deficient enzyme

and the DMK number together with the common name of the disorder

Far each criterion, snier ane ol the scores provided. I ansure, anter =L~
A BLANK means ZJERD

Afer compleling the 1ool, please mail or Tax il lo your project coordinator [see bedow)

Thank you Tor your parlicipation

PROJECT COORDMMATOR

HAaME

ADDREES

FHORE FAER I

E-NAL
—
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CONTENT
 Instructions

Respondent profile

CRITERIA

SCORES

A worksheet listing NBS
REFERENCE CONDITIONS
Scoring these well known conditions

IS encouraged to self-assess how the

respondent's scores compare with the

results of the HRSA/ACMG survey

(listed at the top)

* A blank worksheets where to list the
condition(s) under evaluation for

inclusion/exclusion



Conditions

Reference Conditions N
to be evaluated

- ‘ NEWBORMN SCREENING
CONDITION

NEWBORN SCREENING
CONDITION

EVALUATION TOOL T8 1863 1842 1633 EVALUATION TOOL
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Outline of Process

Collect survey data from local group

Providers of services

consumers

Calculation of score(s)
Application of evaluation flow chart
Review updated literature evidence

Make recommendations
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New Technologies

Type
Molecular
Expression

Proteomics

Uses

New approach to existing panel
Testing of additional conditions

Identification of new conditions

Other

Multiplex testing
Point of Care (POC)
Direct to Consumers (DOC)
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Subcommittee Invitees
(Preliminary)

Participation confirmed
Don Chace, Pediatrix
Harry Hannon — Biochemical Branch, CDC
Gary Hoffman — WI State Laboratory of Hygiene
Jana Monaco, Parent
Larry Sweetman — Baylor University Medical Center
Participation under consideration

John Sherwin, Genetic Disease Branch, California
Department of Health Services



