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Novel Blood Test Tracks Alzheimer's Progression
— MTBR-tau243 biomarker linked with tau PET and cognitive performance

by Judy George, Deputy Managing Editor, MedPage Today
April 1, 2025

Key Takeaways

- A new blood-based test reflected Alzheimer's tau tangle pathology.

- The assay measured a new plasma tau species known as endogenously
cleaved MTBR-tau243.

- The test distinguished various stages of Alzheimer's and separated it
from non-Alzheimer's tauopathies.

A novel plasma-based assay was more strongly associated with tau
tangle pathology in Alzheimer's disease than other established blood
biomarkers, researchers said.

The assay measured a new plasma tau species known as
endogenously cleaved, microtubule-binding region containing residue
243 (MTBR-tau243), which specifically reflected tau tangle pathology,
reported Randall Bateman, MD, of Washington University School of
Medicine in St. Louis, and co-authors.

ADVERTISEMENT

Medical News From Around the
Web

FORBES
What Is Tuberculosis And How Does
Spread?

USA TODAY


https://www.medpagetoday.com/neurology
https://www.medpagetoday.com/neurology/alzheimersdisease
https://www.medpagetoday.com/people/jg8109/judy-george
https://googleads.g.doubleclick.net/aclk?sa=l&ai=C3mkxyunuZ86GG_SfodAPstKfmQfZ7PH6e7md1uXxE97ZHhABIP-6_xxgyd7ohsijkBmgAZPdyKACyAEC4AIAqAMByAMIqgT5Ak_QPa9YT3Zah49yiDlO-mADKOsl5-dI-QJC5I1BABjjl12McvwL-8rpA50kqSSAApGRo7fSiBSggDfTOf8LWBF_ESQH1XxPmHh0Docc1BMYjVOL9klXZeRb-ldhJTmx-sWcsXDRDI5ymJXSJnpukCTRoLahjgWWTO6AFCcngo6iqIQXaTs-zcl3BJ1BLjuSjJk08rRX0RCw6xyRwYOoTyYZd_RfXlbyS_q8JPfvZNrIsLihyYmEAyIhpj1k_Xp4yLAdiEyXVwreXceRmnpRnSNXjw_1xhMvSPI3T1yyRCpTec-4hABxTHrEywl5EXJbodirhlGF-clh1rJti3ecvHka3KBbW7vMdAex47TDCte5eF_pueTES-K2E4E42Quis1Dthyqen_X3HtAyjI9I4f5qjT6t2h54QrSWXmtMPTFZuTfQjDNb-LQODGuqMRUMB6wsnFUFIFe16kduaj3gftc7qPzfA4c9Ao0-az1Ec4PW_cRdogyCXB6owASV9b-U5gTgBAGIBenS4vJBoAYCgAfupePbAqgH1ckbqAfZtrECqAemvhuoB8zOsQKoB_PRG6gHltgbqAeqm7ECqAfgvbECqAeOzhuoB5PYG6gH8OAbqAfulrECqAf-nrECqAevvrECqAeaBqgH_56xAqgH35-xAqgH-MKxAqgH-8KxAtgHAdIIJwiAYRABGB0yAooCOgyAQIDAgICAoKiAAiBIvf3BOljC0e-21LyMA7EJ1e9nd0415BSACgOYCwHICwGqDQJVU8gNAeINEwir_u-21LyMAxX0TwgEHTLpJ3PqDRMInOLwttS8jAMV9E8IBB0y6Sdz8A0D2BMM0BUByhYCCgD4FgGAFwGyFwIYAboXAjgBshgJEgLBTxgCIgEA0BgB&ae=2&gclid=EAIaIQobChMIzpP1ttS8jAMV9E8IBB0y6SdzEAEYASAAEgI0yfD_BwE&num=1&cid=CAQSTwCjtLzMDZhS1d9wJk-1_tZVk01-_5tEODKSKrxqHMS80pd1Up3Xb5wJF4Y2_xbw3ShDamPM4_HtHOcnM6sjTG6mhp78CrlLkAz_ckQUxqAYAQ&sig=AOD64_2_t2Wf7mo6cSQPIyGW0hOWEBanQg&client=ca-pub-8228251605965337&rf=5&nx=CLICK_X&ny=CLICK_Y&uap=UACH(platform)&uapv=UACH(platformVersion)&uaa=UACH(architecture)&uam=UACH(model)&uafv=UACH(uaFullVersion)&uab=UACH(bitness)&uaw=UACH(wow64)&uafvl=UACH(fullVersionList)&nb=2&adurl=https://www.vivaia.com/category/golden-sunset-shoes-collection-c_1204.html%3Futm_source%3Dgoogle%26utm_medium%3Dcpc%26utm_campaign%3D17688996201%26gad_source%3D5
https://adssettings.google.com/whythisad?source=display&reasons=AZ-QMKGn9-SmSDL80XjWg68Kf_wDcUlag_ES_5dXDI3VRtvNisojoQB9VFJGQQgVGo1PLy0GWM6gMRnN3ZxMEDkmz2Lbyel1xPtOnKamUtyUws0ltlxnWKKDyNq0zt5LhSXEQTJSZ5gNmh14qZeHZLItfmatayHi3V-cUNcCVppb0A29IV_SLjUEje4JaIMe8vebTD72i47t73_Ajn73YiCNACO0e1tKfd_J5G-lXfCIZxwNOECMObS-74LSvwB32UDY9MdZyWupPcQdLt-FbPVLLSVSBxNGAk3--N0DTCpx6GN1K4GohQIaLpt-dg3sEWFvwsRtMvlYTMswln382IDrHJNe63WyWASQ3W-A2_gSjJy3Sr5zcpLQddQixOnLKHfNBCfq2e3PiQ2V1c4bQaQeYx8wX0hivGIuI-koUa2Y10VMDvia-6HvMwrUON-_TojgIFDxnzhgJsUuzmEsA9osuLTtq0oONY6TZLO05Kphf68Te0pXhk3AfnQwEs2n4ueAkJFveiz9VPFHu0QdhTBmqUQrdFVjoAo2O3MyDRcxmLBMuA5skuLrZl3XO5IZLem2NT07_h_a2XkfQwg_900n_zR6_ixgPSwqttsqbodcox2wa2i7DE6zzIAeOb4_ZoJGm96aRl8a6UtrWaGmzYDj5AkvvQ5SasVhn6cBG_5KYiBgF92A1wcK91-uSnBRBtXbM3Wtg8lvbiw48_fV_MX4adNPG_li7k6EtxnGlI3EjIIL4r8N7qYczUev6eoICTrvqWuup0-vlPJH1ZdON3ujlrIHS_7D9Its-oe4vqLjHblguBoveqQrRbSFJfAcKXVFE5b8a8iJzSxrgLsIe0L4G-DL4aAmT-KrPszFJh_AsUedlNd8r74y_bNunIjulbrGDejVP0unnwoCUIRsbgeEP_HKwMdJvdyrxxz4jz4fQvFYtA14kUAHpGlRaFYX9Us336hNRIWa6kpi6wMYBuuIATjjl2hPy1uXXlai15WUM02xbB5eh5JmtL70AvqtGXmqSc_E-N572jwk3nMdkI0SF7NP0-jTLKx2qyZcN_JQLC_84mg8urkEA2Jcv4wqRvYWRR17txIot6sLwzAamLXE-C_blVescJdExP9Cm9a86sYliLUXBKvSTz2TfyxWpQQlnz7NawYy4A9MbRW0fzI_zQAIcq2JcRqA2Hsts0nqmpcQXzbCzzZKAwnf14kwjUkrsm1vwwOow1zLMJGQPh1zzjWgMy_ARv2rH3SpuE-tlW2JANWafrweIGGnv4DFL3jVi2H8arFaiBunyEmwiulke-Ho_dzvvd2L9MavBJO7eO19FFqr5YwuhGaZzngCjUISrpeu-0bJtT-ly1gye7i9eNe7Yew6UWLyUmlx6uCaMfJLDkNRivcRGstsmFVaKxOmEJ2pHvDDGaSHYDipY4gUifRNtfHGLnXPiS4zCnwQoVuiWnB5JvRwNjYQ3N_aYJOm0OPcqFav5rCW-eysLerXcWvZEfczHZu-NVZmd0b5KIUlxM437Db5VDnKp-5G39DjiNuQxZWIQdxM5L-tRqojkpVE1OKndszu8TaU5PA4lI1sPIGCpsRucjf6qYJ3_TkSEVPQJnTtY9apAMeeuWJc99QhinFS2OnEixrLdLdfNtgvT7ZLIUWx4AalCTD1ScRIBbvgFHNTKPtlPG3pH44orBufTDjqS4A7NxlN3BebGVPxHpB3lk1Jv_17Es5J6aRziMTx_uo1Q5U6xVucUG3DKSz5yrxySrIrsonLmnSfbMeyPGNsEjSibUBIUNJAMtjo0SVZ2Wx33Wgl3M7eUI4C9VL180bTM8iMlyOzDbJJGDpQjrLue4Mn-Cs0TgGELSAI2_XXB33nEc0SlVMGPAv7AvQYD_36SKlwVpPuHp8hp9PpCIGLByTXdiQ5PXe1rDUgXdp09vm4yBgNnb2e_FVPUEL9rJ7UlBVVSheHQfhQpF8lKm7TWBnVZX1QyS9u2SRHEEEUICZ_mkypzrFvxSuNS1jSk5DFbSqvi257zf5pfJV-AvtdpQKkKw7igJhA7Mymfz7z7NPZXjAfl9wuhMp-lbjcMi3un5tXQJbQbbam1QLLy_HNqwGl9ds6bv01TBg7T5MwcYNQmXcC_gmZXHIdl4HQCqk_gLzdlfTFjDfYSLbOHEUgZCevBibZD8boN6UXzN9NZHFKnM9rj9e5sWcMJZFqP9G5g_eg9VGzRxI8fiHMMcF3D7SFEekziDuwfwZJgDw9I-6eMKgYMoZqogdkmvYNgui-vuXfN21Fp2NjjvOmCm9vmp8bVlNdIjt1LAzkybTl&opi=122715837
https://synopsi.medpagetoday.com/article/397524/what-is-tuberculosis-and-how-does-it-spread
https://synopsi.medpagetoday.com/
https://www.facebook.com/sharer/sharer.php?u=https://www.medpagetoday.com/neurology/alzheimersdisease/114925&t=Novel%20Blood%20Test%20Tracks%20Alzheimer%27s%20Progression
https://bsky.app/intent/compose?text=Novel%20Blood%20Test%20Tracks%20Alzheimer%27s%20Progression%20https%3A%2F%2Fwww.medpagetoday.com%2Fneurology%2Falzheimersdisease%2F114925
https://twitter.com/intent/tweet?original_referer=https%3A%2F%2Fwww.medpagetoday.com%2Fneurology%2Falzheimersdisease%2F114925&source=tweetbutton&text=Novel%20Blood%20Test%20Tracks%20Alzheimer%27s%20Progression&url=https%3A%2F%2Fwww.medpagetoday.com%2Fneurology%2Falzheimersdisease%2F114925
https://www.linkedin.com/shareArticle?mini=true&url=https%3A%2F%2Fwww.medpagetoday.com%2Fneurology%2Falzheimersdisease%2F114925&summary=Novel%20Blood%20Test%20Tracks%20Alzheimer%27s%20Progression&source=MedPage%20Today

Plasma MTBR-tau243 was associated with tau PET binding (B=0.72,

R?=0.56) and cognitive performance (B=0.60, R2=0.40), outperforming
other markers like phosphorylated tau 217 (p-tau217) and p-tau205,
Bateman and colleagues said in Nature Medicine.

The assay was tested in three cohorts. It distinguished between early-
versus later-stage Alzheimer's disease and separated Alzheimer's
disease from non-Alzheimer's tauopathies.

The results suggested that plasma MTBR-tau243 could help estimate
the tauopathy load in Alzheimer's disease, improving diagnostic
evaluations of Alzheimer's in clinical practice and monitoring the
efficacy of tau-targeted therapies in clinical trials, the researchers
noted.

"This blood test clearly identifies Alzheimer's tau tangles, which is our
best biomarker measure of Alzheimer's symptoms and dementia,’
Bateman said in a statement. The test also provides a good indication
about whether a patient's symptoms are due to Alzheimer's or
another disorder, he noted.

Insoluble tau aggregates within neurofibrillary tangles are a defining
feature of Alzheimer's disease and closely correlate with clinical
symptoms. In earlier research, Bateman and colleagues showed that
the MTBR-tau243 in cerebrospinal fluid (CSF) was a specific biomarker
of tau aggregate pathology. The current study extended this analysis
to plasma.

The researchers tested the assay in two pilot cohorts: a sample of 55
people in the Knight Alzheimer Disease Research Center (ADRC) at
Washington University, and a group of 108 people from the Swedish
BioFINDER-2 cohort. They validated the assay in a larger cohort of 739
people from the Swedish BioFINDER-2 study.

In both pilot cohorts, plasma MTBR-tau243 levels were significantly
increased in Alzheimer's disease dementia compared with mild
cognitive impairment or very mild Alzheimer's dementia. Plasma
MTBR-tau243 levels also were strongly correlated with CSF levels in
the BioFINDER-2 (Spearman's p=0.92, P<0.001) and the Knight ADRC
(Spearman's p=0.79, P<0.001) groups.

The validation cohort included people with Alzheimer's disease,
Parkinson's disease, Lewy body dementia, progressive supranuclear
palsy (PSP) or corticobasal syndrome (CBS), vascular dementia,
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frontotemporal dementia (FTD), and others. Plasma MTBR-tau243
levels were not elevated in non-Alzheimer's tauopathies; levels in
people with PSP or CBS and FTD were similar to those in controls.

Among amyloid-positive participants, plasma MTBR-tau243
consistently demonstrated a significantly higher area under the curve
(AUC) compared with p-tau217 and p-tau205 across nearly all tau PET
regions. Plasma p-tau217, however, outperformed MTBR-tau243 (AUC
0.97 vs 0.80) in predicting amyloid positivity across all participants.

"I believe we will use blood-based p-tau217 to determine whether an
individual has Alzheimer's disease, but MTBR-tau243 will be a highly
valuable complement in both clinical settings and research trials,"
noted co-author Oskar Hansson, MD, PhD, of Lund University in
Sweden.

"When both of these biomarkers are positive, the likelihood that
Alzheimer's is the underlying cause of a person's cognitive symptoms
increases significantly, compared to when only p-tau217 is abnormal,’
he said. "This distinction is crucial for selecting the most appropriate
treatment for each patient.

Study limitations include the relatively large volume of plasma (1.5
ml) needed for this first version of the MTBR-tau243 assay, Bateman
and co-authors said. Plasma MTBR-tau243 should be further
validated in larger populations, including people with higher
frequencies of other neurodegenerative or psychiatric diseases,
medical comorbidities, and those with a wider range of race and
ethnicity.
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