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Newborn Screening Advisory Committee Meeting Minutes
Wednesday, February 12, 2025: 4:00 – 6:00 PM.
Held: Virtually via ZOOM



Members in Attendance: Karen McAlmon, Nicolas Epie, Catherine (Katie) Brown (DPH), Geoffrey Binney, Anne Comeau, Henry Dorkin, Mary-Alice Abbott, Monica Liao Chang, Dallas Reed, Chloe Schwartz, Feria Ladha, Inderneel Sahai, Yvonne Sheldon, Richard Parad, Olaf Bodamer, Christie Higuera

Department of Public Health and New England Newborn Screening Program Staff in Attendance: H. Dawn Fukuda, Mahsa Yazdy, James Ballin, Roger Eaton, Thera Meehan, Zakaria Ahmed- Gas, Tresa Glover-Smith

Guests and Speakers: Ryan Colburn, Stephanie Cozine, Megan Colantuoni, Sira Grant, Caroline Villaruz, Davinder aur, Binod Kumar, Justin Serio

Determination of Quorum: Confirmed, therefore committee was able to begin meeting.

Welcome and Introductions:
Dr. McAlmon welcomed all to the meeting and introductions were completed. There were eight guests in attendance.  Two spoke during the listening session at the end of topic discussions. 

Approval of Minutes 
The minutes from the prior meeting held on January 8, 2025, were approved.
Vote: 11-Yes, 0-No, 0-Abstain
January 8, 2025 Meeting Minutes are posted on the NBSAC Web Page at https://www.mass.gov/orgs/massachusetts-newborn-screening-advisory-committee .

Finalization and approval of Newborn Screening Condition Nomination Form
Committee members raised the question of whether there should be a timeline added to the form.  It was recommended to include a time frame of 6-9 months for review of the submission. 
Committee voted to approve the Newborn Screening Condition Nomination form with above recommendations addressed. 
Vote: 13-Yes, 0-No, 0-Abstain

Review of Process for Moving Newborn Screening Tests to Mandatory Panel
Steps for moving screening for a disorder currently in pilot to the mandatory panel were reviewed and described as follows:
1. NBSAC makes recommendation
2. DPH notifies the commissioner
3. Commissioner reviews and approves
4. Submission to EOHHS for approval
5. Submission to Administration and Finance for approval
6. DPH provides an information briefing
7. DPH holds at least one public hearing
8. DPH reviews comments
9. Repeat the entire review and approval process
10. DPH request approval from PHC
11. Submit to the Secretary after approval



Update on Pilot Screens and Processes Dr. Comeau presented an overview of the conditions that have been included on the Massachusetts Newborn Screening Program pilot panels.  Drs. Sahai and Bodamer presented screening and clinical information about the two disorders, MPSI and Pompe. 




Discussion of Pilots and Screens
There were comments and questions by Committee members and some of the guests which were addressed,  

Committee voted on whether to recommend adding Mucopolysaccharidosis Type I and Pompe Disease to mandated screening panel. 

Mucopolysaccharidosis Type I (MPS I) Disease (Hurler, Hurler-Scheie and Scheie Syndromes) 
(MPSI Vote):
Yes – 11, No-0, Abstain-0
Approved recommendation to Commissioner to add this to mandated screen panel

Pompe Disease
Yes – 10, No-1. Abstain-0
Approved recommendation to Commissioner to add this to mandated screen panel

Listening Session:

Ryan Colburn, Odimm Inc.
Ryan Colburn joined the meeting from Odimm Inc. to support adding Pompe Disease to Newborn Screening. He believes 2-3 weeks target for treating the disease is not fast enough to yield the best outcomes.  We need continuous improvement and more communication regarding treatment through APHL with other states for screening. Suggests possibly move listening session before voting on pilots to consider outside input.

Stephanie Cozine, National MPS Society
Stephanie Cozine joined the meeting from the National MPS Society. She is an advocate for families by offering support groups for MPS. She offered information regarding communicating information to families regarding Newborn Screening for MPS. The National MPS Society provides social workers and genetic counselors that run a comprehensive family support program focusing on newly diagnosed patients and families. Presentation is included in the minutes.



Chat Notes:




Next Steps:
· The next NBSAC meeting is scheduled for Wednesday, April 9, 2025

Meeting Adjourned
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Steps for Adding Screens--Final.pptx
Steps for Adding a Pilot Screen

NBSAC makes recommendation to Commissioner

Commissioner approves

DPH IRB notified of a change to the testing protocol

NENSP confirms when they are ready for implementation

Brochure updated

NENSP does outreach to birthing hospitals regarding the new brochure

Pilot screening starts

Massachusetts Newborn Screening







Steps for Adding a Mandatory Screen—1
 

NBSAC makes a recommendation to amend the Regulations to the Commissioner

DPH notifies the Commissioner of recommended amendment(s)

Draft the redlined changes to the regulation

Draft the forms and memos required to amend a regulation

Commissioner reviews and approves

Submission to the Executive Office of Health and Human Services for approval

Submission to Administration and Finance for approval

DPH provides an informational briefing to the Public Health Commission (PHC) at the next available PHC meeting

DPH schedules and holds at least one public hearing

DPH reviews comments and makes any additional changes to the draft regulations

Repeat the entire review and approval process (steps 2-5) again

DPH requests approval from the PHC for final promulgation at the next available PHC meeting.

After approval at PHC, submit to the Secretary of State for filing









Massachusetts Newborn Screening



Typically takes 6-12 months



Requires an amendment to the Regulations





Steps for Adding a Mandatory Screen—2 

While regulatory amendment process is proceeding:

NENSP confirms when they will be ready for implementation

Brochure updated

NENSP does outreach to birthing hospitals regarding the new brochure when the PHC approves changes

Regulations go into effect 2 weeks after they are filed

Screening must start within 2 weeks of regulation filing



Massachusetts Newborn Screening









Steps for Adding a Piot creen
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2.12.25 Pilot Presentation.pptx
 Newborn Screening in Massachusetts  
Pilot Histories and Current Status



Anne Marie Comeau, PhD, Deputy Director

Inderneel Sahai, MD, Chief Medical Officer



February 12, 2025	Virtual Presentation









Objectives for 2025









Review all existing pilot conditions and existing mandated conditions

Move to mandatory?

Continue as pilot?

Discontinue?





Group likely future conditions into sets that will require supportive actions 

Conditions that will require change to brochure (pilots - educational per IRB) 

Conditions that will require review by Public Health Council, Commissioner, then new Regulations





Examine any RUSP conditions that are not on Massachusetts panel (mandatory or pilot)	

Determine whether to review

Summarize Decisions on NBS AC Website
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The Massachusetts Pilots  



Massachusetts Newborn Screening Advisory Committee 

February 12, 2025







https://www.pexels.com/

All photos from pexels free photos







2015 forward: Continue as Pilot  



Pilot offered	DE RED		Dienoyl-CoA Reductase deficiency

Pilot offered	MAL		Malonic acidemia

Pilot offered 	M/SCHAD	Medium/short-chain L-3-OH acyl-CoA dehydrogenase deficiency 

Pilot offered 	HHH		Hyperornithinemia, Hyper ammonemia, Homocitrullinemia Syndrome







2018 Additions to the Massachusetts Pilot Panel



Voted to mandate	SMA		Spinal Muscular Atrophy

Voted to mandate 	X-ALD		X-linked Adrenoleukodystrophy, childhood onset (X-ALD) 

Pilot offered	MPSI		Mucopolysaccharidosis Type 1

Pilot offered	Pompe		Pompe Disease (infantile onset)



2023-4 Additions to the Massachusetts Pilot Panel







		Positive vote to pilot		GAMT		     Guanidinoacetate Methyltransferase (GAMT) Deficiency

		Positive vote to pilot		MPSII		     Mucopolysaccharidosis Type 2







4





The Two Other 2018 Pilots 

















MPS1



POMPE
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Decreased activity of lysosomal acid α-glucosidase (GAA) 

Accumulation of Glycogen 

Primarily affects skeletal and cardiac muscles 

Categorized as a Lysosomal storage disease (LSD) & Glycogen storage disease (GSD II) 





Pompe Disease 









Special Considerations in Newborn Screening 













Treatment 

More intensive than previous metabolic disorders 

Timing of initiation of ERT influences outcome

Goal to start within 2-3 weeks of birth in classic infantile forms

 Late Onset Forms (72%) - Uncertainty period

Prevalence of Pseudo-deficiency alleles common in Asians     (2-3%) 

Sequencing as second-tier











Current Newborn Screening Algorithm 













GAA Activity < 25% of daily mean

Retest

> 15% & < 20%











Referral

Screen Normal



> 20%

GAA  Activity < 10 %reported to PCP prior to availability of sequencing results 

GAA < 20%               &

IDUA < 15%

Sequencing Initiated

“Unsatisfactory”

Repeat Screen



< 15%







“Inconclusive”

Repeat Screen

Clinical Information

GAA < 20%



Referral

Sequencing Initiated









Initial Evaluation for Positive Screens 





Initial Evaluation for Positive Screens 

Enzyme Activity 

Molecular Analysis

No                      Pathogenic /VUS          Variants









CK

Urinary Hex4                     Leucocyte GAA  

         

CK

Urinary Hex4                   Leucocyte GAA  

         

CK

Urinary Hex4                    Leucocyte GAA

Variant Phasing           

Counseling          

Counseling          

Counseling          

One                     Pathogenic / VUS          Variant

Two                      Pathogenic /VUS          Variants

Compare enzymatic activity, biomarkers & molecular results for concordance to determine                                                    additional testing and follow-up as needed













Screening for Pompe : Jan 2018 -Dec 2024





Initial Evaluation for Positive Screens 











Initial Evaluation for Positive Screens 

Mucopolysaccharidosis Type I

Progressive multisystem disorder with features ranging over a continuum of severity. 

Hurler Syndrome (MPS I H)  ; Hurler-Scheie Syndrome (MPS I H/S), 

Scheie Syndrome (MPS I S) 

Deficiency of Alpha-L-iduronidase 

No biochemical differences amongst different 

   phenotypes. 

Genotyping can help if it reveals a known 

   mutation

 Incidence-1:100,000 (Severe)                    

                      1:500,000   (Attenuated) 









Initial Evaluation for Positive Screens 

Mucopolysaccharidosis Type I

				Severe		Attenuated		

		Onset and Progression		Onset by 1 year
Rapidly Progressive		Onset by 3 to 4 years		Onset variable, 2 to 12 years
Less progressive problems

		Cardiac System		Cardio-respiratory failure		Cardiovascular disease		Valvular heart disease

		Respiratory System		Severe respiratory, obstructive airway disease		Respiratory; obstructive airway disease		Upper airway infections

		Brain & CNS
Cognition & Development		Progressive developmental delay		Little or no developmental delay		Normal intelligence

		Vision & Hearing		Hearing loss		Decreased visual acuity		Corneal clouding

		Muscle & Skeletal Systems		Coarse facial features
Spinal deformity
Skeletal Dysplasia		Skeletal abnormalities 
Joint stiffness, contractures		Joint stiffness
Carpel tunnel syndrome

		Life Expectancy 
(if untreated) 		Death before age 10 years 		Death in teens or 20s		Death in later life; most have normal life span











Initial Evaluation for Positive Screens 

Improvement in hearing, facial coarseness, cardiac function,  hepatosplenomegaly.

No effect on skeletal & valvular manifestations or corneal clouding .

Delays cognitive decline

Effect on other neurologic complications not clear

Survival increased ( < 5% vs 65% at 10 years) 

Maximum benefit if prior to two years  of age



Treatment of non-CNS manifestations

Improvement in hepatic volume,  joint disease, growth (albeit not normalized) visual acuity and pain. 

Minimal effect on respiratory function or corneal clouding.

Significant differences between early initiation (age 5 months) & late initiation (age 5 years) of ERT.

Benefit of ERT in asymptomatic cases of attenuated MPS 1 is unclear



    Stem Cell  Transplantation

Enzyme Replacement Therapy









Initial Evaluation for Positive Screens 

Current Newborn Screening Algorithm 

IDUA Activity < 20% of daily mean

Retest











Referral

Screen Normal



> 15%

IDUA < 15%               &

GAA < 30 %

Sequencing Initiated

“Unsatisfactory”

Repeat Screen



< 15%









Initial Evaluation for Positive Screens 





Initial Evaluation for Positive Screens 

Enzyme Activity 

Molecular Analysis

No                      Pathogenic /VUS          Variants









GAGs                    Leucocyte IDUA  

         

GAGs                  Leucocyte IDAA  

         

GAGs                    Leucocyte IDUA

Variant Phasing           

Counseling          

Counseling          

Counseling          

One                     Pathogenic / VUS          Variant

Two                      Pathogenic /VUS          Variants

Compare enzymatic activity, biomarkers & molecular results for concordance to determine                                                    additional testing and follow-up as needed













Initial Evaluation for Positive Screens 

Screening for MPS -1 : Jan 2018 -Dec 2024







Initial Evaluation for Positive Screens 

1) Is there is a significant, life-challenging risk of morbidity or mortality to those who have the disease or disorder if they are not treated in the newborn/infant period ? 

 2)  A standard of care screening test is universally available ?

(3) A standard of care diagnostic evaluation is universally available for all newborns/infants whose newborn screening results warrant such ?  

(4) A standard of care treatment for the screened newborn/infant is universally available ?

(5) A standard of care treatment in the newborn/infant period is beneficial to the screened newborn with a confirmed diagnosis ? 

Guiding Principles for Newborn Screening





Initial Evaluation for Positive Screens 

(6) Resources for and access to treatment and counseling are available? 

(7) Do the positive health benefits outweigh the risks and burdens of screening and treatment ? 
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Infants Screened  425 024


Screen  Positives105


 Infantile Pompe2


LOPD Pompe14


Uncertain                                                                      


(in Periodic follow-up)


15


Carriers                                                                                       


(With or Without Pseudodeficiency Alleles)


27


Pseudodeficiency 6


False Postives 14


Declined further follow-up2


Pending 25
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Infants Screened  425 024


Screen  Positives184


 MPS -1 -Hurler1*


MPS -1 (Attenuated)2


Uncertain                                                                      


(in Periodic follow-up)


9


Carriers                                                                                       


(With or Without Pseudodeficiency Alleles)


22


Pseudodeficiency 13


False Postives 55


Declined further follow-up16


Pending 66
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MPS I_MA NBSAC Guest Stephanie Cozine.pptx
Newborn Screening for MPS I (Mucopolysaccharidosis Type I)

Dr. Stephanie Cozine, Pharm.D, RPh

Executive Board of Directors, Secretary, National MPS Society

Advocacy Chair 





The Case for Newborn Screening

Incidence: 1/100,000 (newer studies suggest 1/60-70,000), carrier rate is less than 1/500

Autosomal recessive

MPS I Presentation

Most severe phenotype manifest in early infancy

Progressive and degenerative—involving multiple organ systems

Brain and cognitive ability can be preserved with early treatment	

Bones, Eyes, Ears, Lungs, Heart, Liver, Spleen, GI

Treatment options

Standard of care is HSCT and ERT (enzyme replacement therapy)

FDA Approved Aldurazyme® (laronidase)

Clinical trials with gene therapy

Outcomes improve with early treatment interventions

Newborn screening is key





Pathways Program at the 
National MPS Society

Contact Leslie Urdaneta, Pathways Program Coordinator and Director of Family Support

Leslie@mpssociety.org



https://mpssociety.org/support/members/pathways-program/





Social workers and a genetic counselor run a comprehensive family support program focused on newly diagnosed patients and families

Ample Resources

Support Groups

Health Literacy

Guidance navigating treatment options

Access to healthcare issues 

Grief Counseling
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2.12.25 Chat Notes.docx
RICHARD PARAD 4:07 PM
I need to step out for 5 minutes
Messages addressed to "meeting group chat" will also appear in the meeting group chat in Team Chat
Due to the large number of participants in this meeting, system messages for those who joined or left have been disabled

You 4:30 PM
i'm having trouble with my audio

ryan colburn 4:41 PM
one consideration is if all of the guidance is mirroring the RUSP exactly, then it seems more efficient to follow RUSP - but allowing flexibility to consider things a little more openly than RUSP criteria would be value add for the committee on behalf of Mass constituents... so practically: understanding what is required for testing, what the potential influence on outcomes that timely diagnosis are (this may not be restricted to established approved treatments specific to the condition), etc .

Olaf Bodamer 4:51 PM
I have to step out for a few min
I have been paged to see a critical patient. Probably takes 30 min

You 5:32 PM
FYI it is 5:30 and we have two people for the listening session.

Karen McAlmon 5:33 PM
Thank you.  I was thinking of wrapping this by 5:45-5:50 to do the listening session.

Henry Dorkin 5:37 PM
point of clarification: the 55 false positives are NOT a subset of the 184 positives??

Inderneel Sahai, MD [New England Newborn Screening Program] 5:48 PM
The 55 FP are  part of the false positives
Meant part of 184  positive screen

Henry Dorkin 5:49 PM
Thank you for the clarification

Mahsa Yazdy, MA DPH, She|Her 5:47 PM
I have to hop off, thank you all

Catherine (Katie) Brown (DPH) 6:02 PM
With apologies, I am not able to stay on as I have another meeting.   I strongly agree with Hank, I would advocate for hearing directly from families impacted by false positive screenings

Karen McAlmon 6:03 PM
Thank you Katie.

ryan colburn 6:03 PM
as a clarification - is each family in those false positive cases notified? and what is that communication covering?

ryan colburn 6:20 PM
no question, differentiating threshold to start treatment is a privilege offered by timely diagnosis. for the most severe its right away, no question.  the trends in the broad spectrum of disease, are that ERT initiation is within the first years of life (not possible without NBS).   This will probably evolve as additional modalities come on line in a few years (ie, SRT will potentially help to delay initiation of more invasive ERT by a couple of years... But to be clear, ERT is SUPER common, and not interpreted as massively invasive by folks in the community - having an option to treat vs experience progression wins in the psyche of vast majority of folks I've met)
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