Prenatal Paracetamol &

Neurodevelopment
Moving from Uncertainty to Evidenc

A systematic review and meta-analysis of the 2026
Lancet data regarding Autism, ADHD, and
Intellectual Disability.

BASED ON THE DEFINITIVE JANUARY 2026 STUDY BY D'ANTONIO ET AL.
AND THE SOCIETY FOR MATERNAL-FETAL MEDICINE RESPONSE.
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A Climate of Anxiety and

Conflicting Headlines

The Spark:

In September 2025, public debate intensified following

a US Government suggestion that prenatal
paracetamol (acetaminophen) might contribute to
autism.

The Reaction:

This announcement caused confusion among
clinicians and fear among pregnant individuals, who
felt caught between managing pain and risking their
child’s neurodevelopment.

The Problem:

Previous headlines relied on studies with significant
methodological limitations, specifically data variability
and inconsistent definitions of exposure.

exposure and child
neurodevelopment

Francesco D'’Antonio’, Alenndro Garnaria®, Marnire Muna®,
Mithael Wudsava’, Josen Raryrn’, Alexisno D'Eopman’,
Mariva Gionino®, Willam Roflertm?, Joecitouler, and

David Buntham?
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The Clinical Reality: Untreated Pain is Not Risk-Free

Risks of Avoidance The Medical Necessity

» Untreated Fever: Associated with Paracetamol is often the only safe
miscarriage, congenital anomalies (neural analgesic/antipyretic option available
tube defects), and preterm birth. during pregnancy. It is not a lifestyle

» Untreated Pain: Can lead to maternal choice; it is a clinical tool.
hypertension, depression, and anxiety.

“Discouraging the appropriate use of paracetamol has the potential to
cause greater harm than the drug itself.” — D’Antonio et al., Lancet 2026.
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Why Previous Studies Got It Wrong

The Problem of Confounding by Indication

False Association

Paracetamol ‘? Child

USE IIIIIIIIIIIII . IIIIIIIIIII Neurﬂdeue|ﬂpnjent

Older observational studies failed to separate the effect of the drug from the
reason the mother took it. The “risk” attributed to the drug was actually a reflection
of the underlying maternal condition or shared genetics.
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The 2026 Solution: The Sibling Comparison Design

To find the truth, the 2026
Systematic Review prioritized

Shared
Environment
& Genetics

Sibling Comparisons. This Sibling A: = & =
design naturally controls for the Exposed to ﬂ ﬁ U:ﬁ’eii‘,?ﬂigd
; P Paracetamol

invisible factors that skewed

previous data. —v—

Comparison controls for 50% shared DNA
and 100% shared home environment.

2.5 Million+ Births Analyzed
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Verdict 1: Autism Spectrum Disorder (ASD)

0.93 1.03

Odds Ratio: 0.98

1.0 (No Effect)

Statistical Translation: The risk is identical to no effect. When controlling for genetics
and environment via sibling comparison, the link between paracetamol and Autism
disappears.
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Verdict 2: Attention-Deficit Hyperactivity Disorder (ADHD)

0.86

Odds Ratio: 0.95

1.0 (No Effect)

1.05

Key Insight

No association found.

Earlier studies showing risk
likely detected 'parental gene-

tic liability—parents with ADHD
traits are more likely to use
pain medication, passing those
traits to children genetically,
not chemically.
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Verdict 3: Intellectual Disability

0.69 1.24

Odds Ratio: 0.93

1.0 (No Effect)

Across all three major neurodevelopmental categories, the
high-quality sibling data consistently returns a null result.
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Robustnhess: The Results Hold Under Pressure

Long-Term Follow-Up Low Risk of Bias Trimester & Dosage
Studies tracking children Studies passing the strict While data was harder to
for >5 years showed no link QUIPS (Quality In stratify, the overall signal
(OR ~1.09, non- Prognosis Studies) remained null across
significant). assessment showed no link.  different analytical models.

The ‘No’ remains a ‘No’ regardless of how you slice the rigorous data.
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Explaining the “Artifacts of Confounding”

S (a)

Heritability Maternal Indication Environment

Autistic traits and ADHD Fever or severe pain Socioeconomic factors

run in families. necessitating the drug may  linked to both medication
disrupt fetal development usage and diagnosis rates.

(e.q., oxidative stress).

“Findings suggest that previously reported associations might be artifacts of
unmeasured confounding... rather than direct drug effects.” — Lancet 2026.
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The Society for Maternal-Fetal Medicine (SMFM) Position

Response to the 2025 Controversy

“The weight of scientific evidence that acetaminophen
use during pregnancy causes an increased risk for
autism or ADHD is simply inconclusive.”

— Dr. Sindhu K. Srinivas, SMFM President

B: Acetaminophen remains an appropriate medication to treat pain and
fever during pregnancy. Recommendations are based on rigorous research, not
flawed observational correlations.
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A Unified Global Consensus

ACOG RCOG EMA SMFM

American College Royal College of European Society for
of Obstetricians Obstetricians and Medicines Maternal-Fetal
and Gynecologists Gynaecologists Agency Medicine

All major professional bodies continue to recommend paracetamol
as the first-line analgesic and antipyretic in pregnancy.
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Summary & Clinical Takeaways

No Causal Link: High-quality sibling comparison studies show no
increased risk for ASD, ADHD, or Intellectual Disability.

Bias Explained: Earlier fears were driven by studies that could not
separate the drug from the mother’s genetics or illness.

Real Risks: Untreated fever and pain pose proven, significant risks
to both pregnancy and maternal mental health.

Best Practice: Use paracetamol as directed—at the lowest
effective dose for the shortest necessary time—without fear of
neurodevelopmental harm.
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