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* Invecchiare in CHIANTI, aging in the Chianti area study
(INCHIANTI study)

HELP | LOGIN

B raticns irstute on Aog

O BLSA BALTIMORE LONGITUDINAL
STUDY OF AGING

HOW TO APPLY

BLSA Data Use

APPROVED STUDIES MEASURES & CODEBOOKS

specimens for scientific projects and

Apply to use BLSA data and : R~ o' ! \_‘ .

grant applications.

FIND OUT MORE

HOW TO APPLY

News and Updates

is plan in which you should
Visit the NIA website to learn more about

The InCHIANTI Study is a population-based study of aging based in the Chianti region

y you would like conduct with
s, address s Highly the history and mission of the BLSA, and
: how you can join the study.
of Tuscany, Italy. Researchers interested in using data from the study are invited to

nd be accomplished within the scope of the BLSA,
submit a proposal for consideration,

Instructions for how to apply @)
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MetabOIOITle AnaIYSIS Related terms:

The metabolome analysis comprises two main approaches: the directed analysis and the metabolic profile, as

. - e e - - hA e nartramatr v,

PI‘Oteome AnaIYSIS Related terms:

The concept of proteome analysis is defined as the separation, identification and quantification of the entire
protein complement expressed by a genome, a cell or a tissue (Wasinger et al., 1995;

Leading Edge

About this page

The Hallmarks of Aging

Carlos| Lopez-Otin,! Maria A. Blasco,? Linda Partridge,** Manuel Serrano,5* and Guido Kroemer®.7-8.9.10 ~
1Departamento de Bioguimica y Biologia Molecular, Instituto Universitario de Oncologia (IUOPA), Universidad de Oviedo, Oviedo, Spain

2Telomeres and Telomerase Group, Molecular Oncology Program, Spanish National Cancer Research Centre (CNIO), Madrid, Spain a) x jJ L z“ ! ?
3Max Planck Institute for Biology of Ageing, Cologne, Germany S— n

dInstitute of Healthy Ageing, Department of Genetics, Evolution and Environment, University College London, London, UK

STumor Suppression Group, Molecular Oncology Program, Spanish National Cancer Research Centre (CNIO), Madrid, Spain l ‘\ 4 j‘ 7 — jJ Eﬁ 2. b ?
SINSERM, U848, Villejuif, France j'l.;

“Metabolomics and Cell Biology Platforms, Institut Gustave Roussy, Villejuif, France ~ 7 ?
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10Universite Paris Descartes, Sorbonne Paris Cite, Paris, France
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(e} kY
Aging is characterized by a progressive loss of physiological integrity, leading to impaired :> 7 D I~ : — }l/{lﬁby’\
and increased vulnerability to death. This deterioration is the primary risk factor for major ,
pathologies, including cancer, diabetes, cardiovascular disorders, and neurodegenera
eases. Aging research has experienced an unprecedented advance over recent years, g
with the discovery that the rate of aging is controlled, at least to some extent, by genet _
and biochemical processes conserved in evolution. This Review enumerates nine tentative hall- tic stress tolerance

ways 2 dtation ( v to get desired
largely influence

marks that represent common denominators of aging in different organisms, with special emphasis (Boeecreval. 2003) haye iture and steady
on mammalian aging. These hallmarks are: genomic instability, telomere attrition, epigenetic alter- e been numentus stidies
ations, loss of proteostasis, deregulated nutrient sensing, mitochondrial dysfunction, cellular biochemical roles for rcnduriones th
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How to Apply (BLSA Data Use)

Submitting an Analysis Plan

If the Pre-Analysis Plan is approved, you will receive an email that requests a more extensive but concise
proposal. The full proposal (called an Analysis Plan) should include a background and introduction that describes
the status of the literature and the relevance of the problem to be addressed, as well as provide a strong
rationale for using BLSA data and other BLSA resources if requested. In the objectives section, include at least
one clearly stated hypothesis. Complete the statistical analysis section in accordance with the study hypothesis.
Most importantly, provide a detailed description of the variables and all other materials needed from the BLSA.
Include relevant references and attach an NIH-style biosketch for the proposed Principle Investigator.

The required elements for a full Analysis Plan are provided on the form. Two to four months after submission,
you will receive an e-mail stating whether your full Analysis Plan was accepted, rejected or whether revisions
are requested. You may be asked to schedule a conference call to discuss any technical or administrative issues.

The status of your submissions are displayed on the My Account and Status page.

General Guidelines for Submissions

Be as descriptive and concise as possible.

Complete all required fields on the submission forms.

Attach any documents that support the current submission (e.g., previous publications, preliminary data).
Attach an NIH-Style Biosketch for the anticipated lead author.

You will be contacted by the BLSA team if any additional information is required to properly evaluate your
submission.

BLSA Data Use Agreement

By submitting an Analysis Plan, researchers are agreeing to the terms and conditions of use of BLSA data. The
full agreement should be downloaded , read and signed by the researcher, and kept with study plan notes.

7.

fA—ILERE-T XTIV REORSE>T—32 1y MER

BLSA Data Sharing
Schedules, Processes and Required Agreements

Thank you for your interest in using BLSA data in your reseanch.

Imstructions for submitting your pre-analysis plan and subsequent analysis plan are embedded in the application.
Reviews of all new and revised pre-analysis and analysis plans will be conducted & times per year, approximately
every 2 months. The schedule of review dates is posted on the website. Only plans received a minimum of ONE
WEEK prior to a scheduled review date will be considered.

Each approved analysis plan will have at least one assigned senior BLSA-related scientist who is responsible for
oversight and tracking. The assigned BLSA-related scientist(s) should also be co-author(s) on resulting
ManusTipts.

The applicant assumes the following obligations and responsibilities when an analysis plan is approved. The
applicant will be asked to acknowledge their willingness to abide by these guidelines at the time of pre-analysis
plan submission and will sign a letter of agreement that delineates these responsibilities prior to release of data.

A_ The applicant will complete the required data agreement transfer documentation.
B. Only data related to the spedfic aims of the approved plan will be released to the applicant.

C. This data may be used for informal explorations but can only result in publications that are specifically linked
to the aims of the approved analysis plan.

C. The applicant must submit a progress report every 6 months to the assigned senior BLSA-related scientist.
E. All resulting manuscripts must be reviewed and approved by NIA prior to submission for publication.

F. The analysis plan approval is effective for two years. Renewals are possible but require a formal request and
evidence of productivity.

G. If data is used for purposes other than approved in the analysis plan, or findings from BLSA are published
without BLSA and NIA approval, the applicant will be barred from further access to BLSA data.

. Proposal evaluation criteria include broad relevance to the mission of NIA and BLSA, availability of the relevant

data, sufficient resources [from the applicant and the NIA) to suppeort the project, clearly specified hypothesis
and aims, overall scientific quality, and complementarity/lack of significant overlap with ongoing BLSA research
Ccommitments.

Applicants should be prepared to work within the BLSA timelines for receiving data. Applicants should expect a
minimum of 2-4 months from initial submission to approval of an analysis plan and a minimum of two more
momnths to obtain NIH IRE approval and a completed NIH Data Sharing Agreement. Given the extremely limited
internal resources for composing data sets for external use, applicants should assume an additional 2-4 months
minimum to receive data. In total, the eptire progess ikely to be comp i
take up to one year or longer, depending on the mmplexmr of the request.

Signature Date
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‘What is aging?”

Metabolomics (2021)17:9
https://dol.org/10.1007/511306-020-01762-3
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Plasma metabolites associated with chronic kidney disease and renal
function in adults from the Baltimore Longitudinal Study of Aging

Yuko Yamaguchi'(® . Marta Zampino? - Ruin Moaddel? - Teresa K. Chen®* - Qu Tian? - Luigi Ferrucci?® -

Richard D. Semba’

Received: 4 August 2020 / Accepted: 16 December 2020
© The Author(s), under exclusive licence to Springer Science+Business Media, LLC part of Springer Nature 2021

Abstract

Introduction Chronic kidney disease (CKD) is an important cause of disability and death, but its pathogenesis is poorly
understood. Plasma metabolites can provide insights into underlying processes associated with CKD.

Objectives To clarify the relationship of plasma metabolites with CKD and renal function in human.

Methods We used a targeted metabolomies approach to characterize the relationship of 450 plasma metabolites with CKD
and estimated glomerular filtration rate (eGFR) in 616 adults, aged 38-94 years, who participated in the Baltimore Longi-
tudinal Study of Aging.

Results There were 74 (12.0%) adults with CKD. Carnitine, acetylcarnitine, propionylcarnitine, butyrylcarnitine, trigonelline,
trimethylamine N-oxide (TMAO), 1-methylhistidine, citrulline. homoarginine, homocysieine. sarcosine, symmetric dimethyl-
arginine, aspartate, phenylalanine, taurodeoxycholic acid, 3-indolepropionic acid, phosphatidylcholines (PC).aa.C40):2, PC.aa.
C40:3, PC.ae.C40:06, triglycerides (TG) 20:4/36:3, TG 20:4/36:4, and choline were associated with higher odds of CKD in
multivariable analyses adjusting for potential confounders and using a false discovery rate (FDR) to address multiple testing.
Six acylcarnitines. trigonelline, TMAQ. 18 amino acids and biogenic amines, taurodeoxycholic acid, hexoses. cholesteryl
esters 22:6, dehydroepiandrosterone sulfate, 3-indolepropionic acid, 2 PCs, 17 TGs, and choline were negatively associ-
ated with eGFR, and hippuric acid was positively associated with eGFR in multivariable analyses adjusting for potential
confounders and using a FDR approach.

Conclusion The metabolites associated with CKD and reduced eGFR suggest that several pathways, such as the urea cycle,
the arginine-nitric oxide pathway. the polyamine pathway. and short chain acylcarnitine metabolism are altered in adults
with CKD and impaired renal function.

Keywords Aging - Biomarker - Chronic kidney disease - Glomerular filtration rate - Mass spectrometry - Metabolomics
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Original Article

Elevated Plasma Growth and Differentiation Factor 15
Predicts Incident Anemia in Older Adults Aged 60 Years
and Older

Yuko Yamaguchi, RN, MHS,"*- Marta Zampino, MD,? Toshiko Tanaka, PhD,?
Stefania Bandinelli, MD,? Yusuke Osawa, PhD,*" Luigi Ferrucci, MD, PhD,2* and
Richard D. Semba, MD, MPH!

'Wilmer Eye Insttute, Johns Hopkins University School of Medicine, Baltmore, Maryland, USA. *National Institute on Aging, National
Institutes of Health, Baltimore, Maryland, USA. *Aziends USL TOSCANA CENTRO, Geriatric Unit, Firenze, Italy. “Graduate School of Health
Management, Keio University, Kanagawa, Japan.

*Addrass correspondance to: Yuko Yamaguchi, RN, MHS, Wilmar Eya Institute, Johns Hopkins University School of Medicine, Smith Building,
MO15, 400 N. Broadway, Baltimore, MD 21287, USA. E-mail: yuko yamayu@gmail.com

Receved: October 7, 2020, Editorial Decision Date: December 16, 2020

Decision Editor: David Le Coutaur, MBBS, FRACP, PhD

Abstract

Anemia is comman in older adults and associared with greater morbidicy and maoreality. The canses of anemia in older adults have not been
completely characterized. Although elevated circulanng growth and differentiation factor 13 (GDF-15) has been associated with anemia in
older adules, it iz not known whether elevared GDF-15 predices the development of anemia, We examined the relationship berween plasma
GDF-15 concentranons at baseline in 708 nonanemic adules, aged 60 vears and older, with incident anemia during 15 vears of follow-up
3% partscipanss developed anemia. The
JE-15 was 12.9%, ML1%, 21.2%, and

45 8%, respectively. Adules in the highest quartile of plasma GDF-15 had an increased the nsk of developing anemia (hazards rado 1.15,

among parficipants in the Invecchiare in Chiant (InCHIANTT) Study, During follow-up, 179 (25

proportion of partcipants who developed anemia from the lowest to highest quarrile of plasma G

95% confidence interval 1.09, 1.21, p < .0001) compared to those in the lower 3 quarnles in a multivariable Cox proportional hazards mode
adjusting for age, sex, serum iron, soluble rransfernn receptor, ferritn, vicamin B, congestive heart failure, diabetes mellitas, and cancer.

Circolating GDF-135 15 an independent predictor for the development of anemia in older adulis.

Keywords:  Anemin, Human aging, Proteanrics, Senescence
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