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Background

Nov 2024 and Jan 2025:

The Board updated its newborn screening process to better align with the national Recommended Uniform
Screening Panel (RUSP).

« What this meant: The Board committed to reviewing RUSP conditions not currently included in Washington’s
newborn screening panel by Nov 2026.

« Conditions under review: 3MCC deficiency, MPS |l, and Krabbe disease (in order of their addition to the RUSP).

March 2026:
The Board convened a TAC on Mar 17, 2026, to review MPS Il.

2022/2023 Board Petition Request:
« Board reviewed petition request for MPS |l screening

* Declined to convene a TAC due to limited evidence (cost-effectiveness, long-term outcomes, treatment impact,
public health benefit)

« Chose to monitor emerging evidence (including learnings from early adopter states) and revisit in future

« QOccurred prior to 2024 process update, recognizing RUSP conditions as meeting the Board’s qualifying
assumption (QA)

ﬂ




Board Policy for Newborn Screening

Three guiding principles govern all aspects of evaluating
candidate conditions for possible inclusion in Washington'’s
newborn screening panel:

Evidence-Driven

Benefits
Accessibility Outweigh
Harms




Newborn Screening Criteria

1) Available Screening Technology

)
2) Diagnostic Testing and Treatment Available
3) Prevention Potential and Medical Rationale
4) Public Health Rationale
)
)

5) Cost-Benefit and Cost Effectiveness

©6) Public Health Readiness




MPS Il Overview

« Rare inherited condition that affects how the body breaks down certain sugars (GAGS).

« Sugars build up in cells, causing damage to tissues and organs over time

« Mostly affects males and is more common in people of East Asian descent

« Estimated prevalence ranges (experiences from NBS programs vs. clinical estimates)
* Anywhere from 1 in 63,000 to 1 in 200,000 births

« Symptoms can include: learning or thinking problems, breathing issues, bone and joint problems,
hearing loss, hernias, and poor growth

Types of MPS ll: MPS Il can affect people in different ways. Historically, doctors have grouped MPS Il into
two main types:

Severe form (more common) Attenuated (milder) form (less common)
« Symptoms appear between the ages of 2 and 4 « Symptoms appear later in childhood or adolescence
* Learning or thinking problems are common « Learning and thinking abilities are usually not affected
« Without treatment, life expectancy is around « Without treatment, many people live into their
20 years 50s and 60s




MPS Il Overview continued

Screening and Policy Context:

« Can be detected through newborn bloodspot screening

« Currently, universal screening for MPS Il is in ~20 U.S. states, 13 of which are RUSP aligned
« 3 states are pending implementation (MN, OH, SC)

« Added to the Recommended Uniform Screening Panel (RUSP) in August 2022

I Not Screened

B Universally Screened

* Required by law or rule

Map source: https://www.newsteps.org/resources/data-

visualizations/newborn-screening-status-all-disorders
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Available Screening Technology

Screening Process:

Can be detected using methods already used in the WA NBS Lab

 Tandem mass spectrometry

* Fluorometry

If the first test is abnormal, the same dried blood spot sample would be sent to an external laboratory for a
second (follow-up) test

 |f the second test is also abnormal, the baby will need diagnostic testing to rule out or confirm MPS I

* This second test is needed to reduce false positives

The second-tier test would add a few days to the screening process, but it is still timely enough to intervene




Available Screening Technology continued

Test Performance:

« Meets newborn screening test performance standards:

High sensitivity:
* (>95%) expected; no false negatives reported in studies.

« We'd expect about 1 case identified each year in WA

Acceptable specificity:
« We could expect about 7 false positives each year in WA

« Estimate based on data from IL and MI; Seattle Children's SME cautioned that the rate could be higher in
WA (differences in populations)

Considerations:

* The newborn screen cannot predict who may have a severe or attenuated form




Diagnostic Testing

Urine test (MPS/GAG analysis) — some availability
* Results (TAT): ~1 week
« Cost: ~$90

Blood Enzyme Activity Test — limited availability
« Results: Up to 10 days
« Cost: ~$380

Genetic testing (DNA sequencing) — some availability
« Often requires insurance pre-authorization

 Results: Up to 4 weeks

« Cost: ~$1,500

Considerations
« Even after this testing, for some babies, it will be unclear when they might develop symptoms or need treatment
« About 20% of babies identified will have a variant of unknown clinical significance; likely result of pseudo-deficiency

« These babies are often followed by specialists up to age 2 to monitor and better understand the baby's diagnosis




Available Treatment

Enzyme replacement therapy (ERT)

« Weekly infusion to replace the missing enzyme (Elaprase; FDA approved 2006)
* Helps with physical symptoms

* Does not cross the blood-brain barrier to improve thinking and learning

 New ERT (FDA approved 3/25/26); early research shows it can cross the blood-brain barrier, which may
lead to improved neurological outcomes. Approval came after the TAC meeting; not discussed during the
TAC review.

Hematopoietic Stem Cell Transplantation (HSCT)
« RUSP evidence review identified it as a possible option, but not clearly recommended
* May help preserve thinking and learning if done early, but has serious risks and limited evidence

Supportive Care

« Specialty care for heart and lungs

« QOccupational and/or physical therapy
« Surgery, as needed




Cost Benefit and Cost Effectiveness

Challenges

« Arecurring theme from both the federal and WA State review of MPS Il was the limited amount of published
data

 After consulting with the DOH public health economist, it was advised not to create a model
« What data is missing?

« Measured benefit of screening

« Cannot assess shift in clinical outcomes due to early screening (mortality, morbidity)

* A benefit could exist, but without more data, we cannot complete a model for this analysis

Instead, the review focused on:
 What information and costs we do know

« What we don't know




Cost Benefit and Cost Effectiveness continued

Estimated Cost of Screening
Per Baby: $3.57
Annual Total: $295,600.00

Estimated Cost of False Positives
Per Baby: $447.00
Annual Total: $4,300.00

Estimated Cost of Treatment

Average Annual List Price Drug Cost per $500,000.00
Patient (ERT)

Annual Total: Unknown
Benefit/Cost ratio Unknown

Net Benefit Unknown




Cost Benefit and Cost Effectiveness continued

What we know:
« Diagnosing and treating people with MPS Il is important
* Even with treatment, the disease burden is generally high

« Sibling case studies and expert opinion suggest earlier treatment = improved outcomes
* Not enough data to evaluate




Cost Benefit and Cost Effectiveness continued

What we don’t know:

* Does starting ERT earlier (at newborn screening vs. clinical detection) help babies live longer or improve
outcomes?

* Not enough data or time to tell yet
« Will new therapies be approved and change the standard of care and patient outcomes?

« Gene therapy: RGX-121 (clemidsogene lanparvovec), was not approved by the FDA in February 2026;
not discussed by the TAC.

 New ERT: Avlayah (tividenofusp alfa-eknm), can cross the blood-brain barrier; approved by the FDA on
March 25, 2026; not reviewed by the TAC.




Benefits vs. Harms of Screening

Potential benefit

« Early detection can help babies get care and treatment sooner and may improve outcomes

Potential harms
« False negative results (missed cases):
« Missed cases may delay diagnosis because families think their child is healthy
« Uncertain results (ex. variants of uncertain significance):
* Unclear results may need follow-up and can cause families stress and extra costs
« Pseudo-deficiency results (screen is abnormal, but baby doesn't have MPS Il):
* Results may look abnormal, but the child won't develop symptoms; families may still worry
» False positive results (screen is abnormal, but baby doesn't have MPS Il):

« Abnormal results may cause stress, extra testing, and more work for providers and labs




Public Health Infrastructure Readiness

Systems and Staffing to Support Testing and Follow-up

« Systems:

* No new laboratory equipment needed

« Ongoing Staffing:
« Chemist 2: +10 hours/week (testing)
« Chemist 3: +5 hours/week (oversight and reporting)

« Health Services Consultant 2: +20 hours/week (manage abnormal results, coordinate specialty care)

« Start-up Staffing:
« Chemist 4: ~3 months (onboard and validate new test)

« Epidemiologist 2: ~40 hours (develop follow-up procedures and infrastructure)




Additional Considerations

Treatment Access

Insurance reps said FDA-approved ERT is
usually covered; co-pay help may be available for
private insurance

A parent shared that home ERT infusions improve
access, but PT/OT can be hard to find locally

Specialty orthopedics are mostly located in
western Washington

Current Fiscal Environment

Ongoing Medicaid and state budget constraints
expected.

Reduced enroliment, provider rates, and agency
capacity may affect system readiness.

New screening decisions should be supported by
clear evidence and public health benefit.

NBS Program Funding
WA Newborn Screening is fully fee-funded.

« Adding conditions requires review and approval
from the Governor and Legislature

 Program budget-related requests are not
guaranteed

Access and Equity

* Newborn screening is mandatory for all infants,
regardless of insurance

« Payment challenges for uninsured families are
managed case-by-case




TAC Voting and Recommendations (n=15)

Criteria Evaluation —-m--m

Available Screening Technology 1 0
Diagnostic Testing and Treatment 9 3 3
Prevention Potential and Medical Rationale 9 4 2
Public Health Rationale 10 4 1
Cost-benefit / Cost-effectiveness 3 6 6
Public Health Infrastructure Readiness 9 3 3

Overall Recommendation

| recommend the Board add MPS Il to the list of conditions for which all Washington I
infants must be screened...

| do not recommend the Board add MPS Il to the list of conditions for which all 3
Washington infants must be screened...

| do not recommend the Board add MPS Il at this time; | recommend the Board 5
revisit MPS |l screening at a future date...




Board Member Discussion and Next Steps

Possible Action: The Board may consider the following:

 Direct staff to initiate rulemaking to include MPS Il in the newborn
screening panel.

OR

 Determine that MPS Il should not be considered at this time for
reasons stated by the Board.
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THANK YOU

To request this document in an alternate format, please contact the Washington State Board of Health
at 360-236-4110, or by email at wsboh@sboh.wa.qov | TTY users can dial 711
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ACCESSIBILITY AND THE AMERICANS WITH DISABILITIES ACT (ADA)

« The Washington State Board of Health (Board) is committed to providing information and services that are accessible to
people with disabilities. We provide reasonable accommodations, and strive to make all our meetings, programs, and
activities accessible to all persons, regardless of ability, in accordance with all relevant state and federal laws.

« Our agency, website, and online services follow the Americans with Disabilities (ADA) standards, Section 508 of the
Rehabilitation Act of 1973, Washington State Policy 188, and Web Content Accessibility Guidelines (WCAG) 2.0, level AA.
We regularly monitor for compliance and invite our users to submit a request if they need additional assistance or would like
to notify us of issues to improve accessibility.

« We are committed to providing access to all individuals visiting our agency website, including persons with disabilities. If you
cannot access content on our website because of a disability, have questions about content accessibility or would like to
report problems accessing information on our website, please call (360) 236-4110 or email wsboh@sboh.wa.gov and
describe the following details in your message:

« The nature of the accessibility needs
 The URL (web address) of the content you would like to access
 Your contact information

We will make every effort to provide you the information requested and correct any compliance issues on our website.
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