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Le trouble neuro-cognitif majeur

* Enjeu majeur de santé publique
- Principale cause de dépendance/invalidité du SAG
- Codt socio-économique majeur++ (818 milliards de $)

- Vieillissement de la population => 1 prévalence (47 millions
de cas en 2015, 131 millions en 2050)

- Pas de traitement curatif disponible (traitement symptomatique
de certaines dimensions cliniques)

* Plutot prévenir que guérir ?

- Retard apparition TNCM (méme modeste) : impact majeur en

terme de réduction colts (retard d'apparition de 5 ans d’un TN
=> | impact économique de 40%)
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Prévention générale du TNCM
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TNCM : un traitement préventif ?

Early life
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potentially modifiable risk factors in dementia

Figure 7: Population attributable fraction of potentially modifiable risk factors for dementia
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Le Li protege les neurones
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Li : des effets neurotrophiques ?

Lithium-induced increase in human
brain grey matter

Gregory J Moore, Joseph M Bebchuk, lan B Wilds, Guang Chen,
Husseini K Menji

THE LANCET * Vol 356 * October 7, 2000
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Li : des effets neurotrophiques ?

Translational Psychiatry

Lithium treatment and human hippocampal neurogenesis

Alish B. Palmos’, Rodrigo R.R. Duarte'? Demelza M. Smeeth ()%, Erin C. Hedges ()*, Douglas F. Nixon (%7, Sandrine Thuret (3°** and
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Fig. 3 Bar charts showing the percentage of DCX, MAP2, and S100p positive cells in those treated chronically with a vehicle control
(0 mM), low (0.75 mM), or high (2.25 mM) dose of lithium chloride. The bar charts (left) show the percentage of DCX (a), MAP2 (b), and
S1008 (c) positive cells relative to the percentage of DAPI stained nuclei in control and lithium-treated cells. Each data point represents one
biological replicate (N =4). * represents P< 0.05, ** represents P<0.01, and *** represents P < 0.001, based on the result of Tukey’s post hoc
tests. Each of the images (right) are representative of a field of immuno-stained cells, taken using a 10X objective with the Celllnsight High
Content Screening Platform. Each image includes the nuclear marker DAPI in blue. Scale bar = 100 pm.
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Figure 1. Gallery of lithium concentration ([Li]) maps acquired at 7T from 10 patients with bipolar disorder. Individual “Li images were interpolated at the
resolution of their anatomical reference for transformation into the MNI152 template space.
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45 Figure 4. Voxel-based statistical map (Student’s t
test score) of increased lithium concentration over
the individual mean, thresholded at p < 1072, Top:
coronal, sagittal, and axial glass views highlight a
large cluster in the left hippocampus and a small
cluster in the right pallidum. Bottom: The hippo-
campus, as defined by the Harvard-Oxford atlas
11 (blue contour), overlaps with our thresholded statis-
tical map. L, left; R, right.
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bipolar disorder: an international multicenter
study. Psychological Medicine 1-10. https://
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Table 2. Prediction of cortical grey matter volume among patients with bipolar
disorder

Cortical grey matter volume

Variable B? SR t° p

@f Li (Y minus N) 102539 40846 2.51 0.013

Sex (F minus M) 18165.2 41325 4.40 <0.0005

History of OH misuse —14042.5 6045.5 —-2.32 0.021
(Y minus N)

Age —-2021.3 222.7 -9.08 <0.0005

Illness duration 12.9 2615 0.05 0.961

F, female; Li, lithium; M, male; N, no; OH, alcohol; Y, yes.
?Unstandardized regression coefficient.

®Standard error of the coefficient.

‘t value.
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Figure 3. Cortical thickening in adult patients with bipolar disorder associated with lithium treatment. Cohen’s d effect sizes are plotted for
each region of interest on the cortical surface of a template image. Only significant regions are shown; non-significant regions are colored
in gray.
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Acta Psychiatr Scand 2020: 141: 510-521
Systematic Review Or Meta-Analysis

Risk of dementia in bipolar disorder and the
interplay of lithium: a systematic review and

Velosa J, Delgado A, Finger E, Berk M, Kapczinski F, de Azevedo
meta-analyses oot

Lithium Non-lithium Odds Ratio Odds Ratio
Study or Subgroup __Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Angst et al, 2007 14 77 26 144 138% 1.01 [0.49, 2.07) —
Nunes et al., 2007 3 66 16 48  58% 0.10 [0.03, 0.35]

Kessing et al., 2010 84 2449 132 2407 281% 0.61 [0.46, 0.81) —-—

Gerhard etal., 2015 64 3766 1377 37485 29.1% 0.45 [0.35, 0.58] -

Chengetal, 2017 32 125 1431 3412 232% 04231032 072] o

e —

43 496 100.0% 0.51[0.36, 0.72] -

Total events 197 2982
Heterogeneity: Tau*= 0.09; Chi*= 1247, df= 4 (P=0.01);/*= 68% I y 4

st for overall effect Z= 3.86 (P = 0.0001) 0.01 0.1 1 10
lower risk for dementia higher risk for

Fig. 3. Forest plot of the meta-analysis of neuroprotective/neurotrophic effect of lithium.
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>2, <=3 years 1.1(0.41, 2.98), 0.8466 1.5(0.56, 3.99), 0.4158 —_——
>3, <=4 years 0.55(0.13, 2.29), 0.4137 0.62(0.14, 2.71), 0.5259 '—'_:—'._._.—.
>4, <=5 years 0.42(0.08, 2.09), 0.2877 0.46(0.09, 2.45), 0.3612 '_'_:—‘
>5 years 0.37(0.2, 0.7), 0.0023 0.36(0.19, 0.71), 0.0031 =
2 T T 5 3 T 3 B BB s ) ) . A ’ = = 0 05 1 16 2 25 3 385 4 4..5 5 55
Time-to-event (Years) Fig 4. HRs, 95% ClIs, and p-values for the association of duration of lithium exposure with the development of dementia by

Fig 2. Cumulative hazard of dementia in lithium users versusnonusers.  Cox proportional hazards models.
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Li dans le TCNM

J Clin Psychiatry 70:0, Month 2009
FOCUS ON ALZHEIMER'S DISEASE AND RELATED DISORDERS

Lithium Trial in Alzheimer’s Disease:
A Randomized, Single-Blind, Placebo-Controlled,
Multicenter 10-Week Study

Harald Hampel, MD, MsC; Michael Ewers, PhD; Katharina Biirger, MD;
Peter Annas, PhD; Anette Mortberg, MD; Anna Bogstedt, PhD;
Lutz Frolich, MD, PhD; Johannes Schroder, MD; Peter Schonknecht, MD;
Matthias W. Riepe, MD; Inga Kraft, PhD; Thomas Gasser, MD; Thomas Leyhe, MD;
Hans-Jiirgen Moller, MD; Alexander Kurz, MD; and Hans Basun, MD, PhD
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J Clin Psychiatry 70:0, Month 2009
FOCUS ON ALZHEIMER’S DISEASE AND RELATED DISORDERS

Lithium Trial in Alzheimer’s Disease:
A Randomized, Single-Blind, Placebo-Controlled,
Multicenter 10-Week Study

Harald Hampel, MD, MsC; Michael Ewers, PhD; Katharina Biirger, MD;
Peter Annas, PhD; Anette Mortberg, MD; Anna Bogstedt, PhD;
Lutz Frélich, MD, PhD; Johannes Schrider, MD; Peter Schénknecht, MD;
Matthias W. Riepe, MD; Inga Kraft, PhD; Thomas Gasser, MD; Thomas Leyhe, MD;
Hans-Jiirgen Méller, MD; Alexander Kurz, MD; and Hans Basun, MD, PhD

Table 3. Neuropsychological and Psychiatric Measures at
Baseline and End of Treatment for Each Treatment Group®

Variable Baseline End of Treatment
MMSE score, mean (SD)
Lithium 23.6 (1.6) 22.6 (3.5)
Placebo 23.6(1.7) 23:202.7)
ADAS-Cog score, mean (SD)
Lithium 15.8 (4.2) 15.6 (4.4)
Placebo 15.4 (5) 16.6 (5.1)
NPI total score, mean (SD)
Lithium 8.9 (10.6) 10.9 (11.0)
Placebo 11:2.(11.3) 12.5(09:7)

NPI depression/dysphoria
score (yes/no)b
Lithium 13/19 11/18
Placebo 16/21 16/20

“None of the group differences in changes of each score were
statistically significant (P > .05).

®Number of patients with presence (yes) or absence (no) of depressive
or dysphoric symptoms.

Abbreviations: ADAS-Cog = Alzheimer’s Disease Assessment Scale-
Cognitive subscale, MMSE = Mini-Mental State Examination,

NPI = Neuropsychiatric Inventory.
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Li dans le MCI
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y 215, 668-674. doi: 10.1192/bjp.2019.76

Clinical and biological effects of long-term lithium
treatment in older adults with amnestic mild
cognitive impairment: randomised clinical trial

Orestes V. Forlenza, Marcia Radanovic, Leda L. Talib and Wagner F. Gattaz
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Clinical and biological effects of long-term lithium
treatment in older adults with amnestic mild
cognitive impairment: randomised clinical trial

Orestes V. Forlenza, Méarcia Radanovic, Leda L. Talib and Wagner F. Gattaz

| BPsych

The British Joumal of Psychiatry (2019)
215, 668-674. doi: 10.1192/bjp.2019.76
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Fig. 1 Cognitive and functional changes according to group allocation (lithium versus g
placebo) in 2 years of follow-up. %
O
0.25 -
@ — Placebo (b) — Placebo
6001 Lithium 7001 Lithium . )
Breslow (Generalised Wilcoxon)
2 600 Chi-square 3.443, d.f. 1, P=0.06
E 5504 0.0
?10 . T T T T T
E 500 0 10 20 30 40
3 500+ High AB, 416 pg/mL Time, months
z 4001 Low AB, 4,
= Fig. 2 Kaplan-Meier curves indicating the rate of conversion from
mild cognitive impairment (MCI) to dementia, according to
exposure or not to lithium treatment

Time, months Time, months

Fig. 3 Longitudinal changes in cerebrospinal fluid (CSF) concentrations of amyloid-B peptide (AB;_s2) in lithium-treated and control groups.

(a) Indicates a 30% increase in CSF Ap_a after 3 years in the lithium group (F =3.11, P =0.003). (b) Displays changes in CSF concentrations of AB1_s in lithium and placebo groups
ivided at baseline ing to the itude of A4, burden, i.e., high- and low-CSF AB1_s2. NS, non-significant.
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Braz J Psychiatry. 2023 Jan-Feb;45(1):46-49
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-
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Revista Brasileira de Psiquiatria
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BRIEF COMMUNICATION

Revisiting global cognitive and functional state 13 years
after a clinical trial of lithium for mild cognitive impairment

Rodolfo Furlan Damiano, ) Julia Cunha Loureiro, Marcos Vasconcelos Pais, ) Rodrigo Furtado
Pereira, Marina de Menezes Corradi, Talita Di Santi, Gustavo Antonio Marcolongo Bezerra,
Marcia Radanovic, () Leda Leme Talib, ) Orestes Vicente Forlenza
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St Braz J Psychiatry. 2023 Jan-Feb;45(1):46-49
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j Brazilian Psychiatric Association
BRIEF COMMUNICATION

Revisiting global cognitive and functional state 13 years
after a clinical trial of lithium for mild cognitive impairment

Rodolfo Furlan Damiano, ) Julia Cunha Loureiro, Marcos Vasconcelos Pais, { Rodrigo Furtado
Pereira, Marina de Menezes Corradi, Talita Di Santi, Gustavo Antonio Marcolongo Bezerra,
Marcia Radanovic,@ Leda Leme TaIib,@ Orestes Vicente Forlenza

Table 2 Associations between lithium use and neuropsychiatric/cognitive outcome measures

Lithium 95%Cl
Outcome measures No Yes p-value Effect size Lower Upper
FAST? 4 (1-13) 4 (1-14) 0.92 0.02% - -
MADRS Total’ 6.5 (3-22) 5 (0-41) 0.50 0.18* - -
CDR GS' 0.75 (0-3) 0.5 (0-3) 0.97 0.01% . -
u 3.75 (0-18) 4.75 (0-18) 0.83 0.05*
18.3 (10.9) 25.5 (5.3) 0.04 0.92°
VFT (animals) 10 (8.2) 13.1 (4.5) 0.25 0.50°
FAS) 11.6 (10.1) 34.7 (14.4) < 0.001 ;
CDT 1.44 (1.3) 297 (1.3} 0.12 . : 1.54
IQCODE 3.83 (0.7) 3.84 (0.7) 0.96 -0.01% -0.69 0.65
Time to BADL decline (years?” 7 (4.1) 10.8 (1.5) 0.05 -1.20% -2.44 0.11
Time to IADL decline (years)I 7.9 (4.9) 5.6 (4.6) 0.34 -0.47° -1.43 0.50

Bold type denotes p < 0.05.
BADL = basic activities of daily living; CDR = Clinical Dementia Rating; CDT = Clock Drawing Test; FAS = phonemic Verbal Fluency Test

(VFT); FAST = Functional Assessment Staging Tool; GS = Global Score; IADL = Instrumental activities of daily living; IQCODE = Informant
Questionnaire on Cognitive Decline in Elderly; MADRS = Montgomery-Asberg Depression Rating Scale; MMSE = Mini Mental State
Examination; SoB = Sum of Boxes.

T Test score values shown as median/range (min-max) and statistics calculated with the Mann-Whitney U test or as means/SD calculated with
Student’s t-test.

*Rank biserial correlation.

YCohen’s d.

'Time to decline in autonomy (estimated in years after participation in the trial).
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Li au long cours en pop générale ?

* Li: des effets neuroprotecteurs d'autant plus marqués que
le ttt est initié précocement

=> intérét d'une mise en place précoce en
population générale ?

* Problématique principale : tolérance au long cours

=> intérét des faibles voire des micro-doses ?
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Beneficial effects of low-dose lithium on cognitive ability and

pathological alteration of Alzheimer’s disease transgenic

mice model

Meng Liu?, ng Qian® Wei Zhou? Xiaodon Current Alzheimer Research, 2018, 15, 1220-1230

. RESEARCH ARTICLE
Lei Zhao®

Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
Neuroinflammation in a Rat Model of Alzheimer’s-Like Amyloidosis

ORIGINAL ARTICLE
BACE] inhibition by microdose lithium formulation NP03 \ Iulite’, Héléne Hall’, Grant L. Austin’,

E \dam R. Marks®, D. Allan Butterfield**, and
rescues memory loss and early stage amyloid neuropathology

EN Wilson'#, S Do Carmo?, MF lulita?, H Hall?>, A Ducatenzeiler?, AR Marks?, S Allard? DT Jia%, J Windheim? and AC Cuello'*?

o ®
: . ONE November 25, 2015
Journal of Alzheimer’s Disease 73 (2020) 723-739 @ PLOS |

NPO3, a MicrOdose Lithium F( RESEARCH ARTICLE

. Chronic Microdose Lithium Treatment
Blunts Eaﬂy Amyk)ld Post-Pl: Prevented Memory Loss and

Neuropathology 1n McGill-R-" Neurohistopathological Changes in a
Alzheimer-L.ike Transgenic R: Transgenic Mouse Model of Alzheimer's
- C

Diseas
Edward N. Wilson?, Sonia Do CarmoP®, Lindsay A. Welikovitch?, Hél €
Morgan K. Foret®, M. Florencia Iulita®, Dan Tong Jia®, Adam R. Mal Marielza Andrade Nunes'**, Natalia Mendes Schéwe®*®, Karla Cristina Monteiro-Silva’,

! i ] il . R 1 i
Joshua T. Emmerson®, Adriana Ducatenzeiler® and A. Claudio Cuell¢ Ticiana Baraldi-Tomisielo ', Suzzanna Ingryd Gongalves Souza "_’a"?"‘zaa?a“haza"z’
Marilia Silva Albuquerque’-®, Ariadiny Lima Caetano’“, Tania Araujo Viel“>*, Hudson

SousaBuck'**




Micro-doses de Li chez I'anima

Beneficial effects of low-dose lithium on cognitive ability and
pathological alterati

mice model RESEARCH ARTICLE
Meng Liu?, Ting Qian?, Wi

| ai 7han? Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
ORIGINAL ARTICLE myloidosis

BACE! inhibition by microdose lithium formulatlon NP03
rescues memory loss and earlygy pLOg | one Novermber 25, 2015

EN Wilson'#, S Do Carmo?, MF lulita?, H Hall?, A Ducatenzeiler?,

Current Alzheimer Research, 2018, 15, 1220-1230

RESEARCH ARTICLE

NPO3, a Microdose I Chronic Microdose Lithium Treatment

Prevented Memory Loss and
Blunts Eaﬂy Amyk)l Neurohistopathological Changes in a

Neuropathology mby Transgenic Mouse Model of Alzheimer's
Alzheimer-Like Tran P'seose

. . . 140 240
Edward N. Wilson®, Sonia Do Ca.rmob, Lindsay Marielza Andrade Nunes Natalla Mendes Schéwe™**, Karla (Erisﬂna Monteiro-Silva',
Ticiana Baraldi- Ingryd Souza', Janaina Balthazar?,

Morgan K. Foret”, M. Florencia Iulita®, Dan To Marilia sllva‘ﬁlbuquerque"‘  Ariadiny Lima Caetano' %, Tania Araujo Ve, Hudson
Joshua T. Emmerson®, Adriana Ducatenzeiler® SeusaBuck™**




Micro-doses de Li chez |'animal

Beneficial effects of low-dose lithium on cognitive ability and
pathological alterati

Current Alzheimer Research, 2018, 15, 1220-1230

mice model RESEARCH ARTICLE
Meng Liu®, Ting Qian?, Wi
[ &l Zhant Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
ORIGINAL ARTICLE myloidosis M . d d L'
BACE] inhibition by microdose lithium formulatlon NP03 I CrO = OS eS e I
rescues memory loss and earlyg; pLo§ [one Novermber 25, 2015 -
EN Wilson', S Do Carmo?, MF lulita®, H Hall®, A Ducatenzeiler’, pcccyoo pom o — 8 O O
NP03 a Microdose I Chronic Microdose Lithium Treatment

Prevented Memory Loss and / k / !
Blunts Eaﬂy Amy101 Neurohistopathological Changes in a 250 B IJ g g J

Neuropathology in MV Transgenic Mouse Model of Alzheimer's
Athelmer_lee Tran Disease

Edward N. Wilson®, Sonia Do Carmo®, Lindsay Marielza Andrade Nunes"“i Natalia Mendes Schéwe*®, Karla Cristina Monteiro-Silva',
b 3 Ticiana Baraldi: Ingryd Souza', Janaina Balthazar?,
Morgan K. Foret®, M. Florencia Iulita®, Dan To Marilia Silva Albuquerque"‘ Ariadiny Lima Caetano', Tania Araujo Viel>**, Hudson

1.4.
Joshua T. Emmerson®, Adriana Ducatenzenlerb SousaBuck™™*

40




Micro-doses de Li chez |'animal

Beneficial effects of low-dose lithium on cognitive ability and
pathological alterati

Current Alzheimer Research, 2018, 15, 1220-1230

mice model RESEARCH ARTICLE
Meng Liu®, Ting Qian?, Wi
[ &l Zhant Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
ORIGINAL ARTICLE myloidosis M . d d L'
BACE] inhibition by microdose lithium formulatlon NP03 I CrO = OS eS e I
rescues memory loss and earlyg; pLo§ [one Novermber 25, 2015 -
EN Wilson', S Do Carmo?, MF lulita®, H Hall®, A Ducatenzeiler’, pcccyoo pom o — 8 O O
NP03, a Microdose I Chronic Microdose Lithium Treatment

Prevented Memory Loss and / k / !
Blunts Eaﬂy Amy101 Neurohistopathological Changes in a - 250 B IJ g g J

Neuropathology in MV Transgenic Mouse Model of Alzheimer's
Athelmer_lee Tran Disease

Edward N. Wilson®, Sonia Do Carmo®, Lindsay Marielza Andrade Nunee"“' Natalia Mendes Schéwe*®, Karla Cristina Monteiro-Silva',
b 3 Ticiana Baraldi: Ingryd Souza', Janaina Balthazar?,
Morgan K. Foret®, M. Florencia Iulita®, Dan To Marilia Silva Albuquerque"‘ Ariadiny Lima Caetano', Tania Araujo Viel>**, Hudson

1.4.
Joshua T. Emmerson®, Adriana Ducatenzenlerb SousaBuck™™*

40

T performances cognitives



Micro-doses de Li chez |'animal

Beneficial effects of low-dose lithium on cognitive ability and
pathological alterati

Current Alzheimer Research, 2018, 15, 1220-1230

mice model RESEARCH ARTICLE
Meng Liu®, Ting Qian?, Wi
[ &l Zhant Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
ORIGINAL ARTICLE myloidosis M . d d L'
BACE] inhibition by microdose lithium formulatlon NP03 I CrO = OS eS e I
rescues memory loss and earlyg; pLo§ [one Novermber 25, 2015 -
EN Wilson', S Do Carmo?, MF lulita®, H Hall®, A Ducatenzeiler’, pcccyoo pom o — 8 O O
NP03, a Microdose I Chronic Microdose Lithium Treatment

Prevented Memory Loss and / k / !
Blunts Eaﬂy Amyk)l Neurohistopathological Changes in a - 250 B l-'l g 9 J

Neuropathology in MV Transgenic Mouse Model of Alzheimer's
Alzheimer-Like Tran Piseose

1,49 2,46
Edward N. Wl]son“ Sonia Do Carmo" Lmdsay MarlelzanAnd::de Nunes'“*, Natalia Mendes Schéwe™"*, Karla Cristina Momelro—sllfva »
b 5 Ticiana Ingryd Souza', Janaina Balthazal
Morgan K. Foret”, M. Florencia Iulita®, Dan To marilia Silva Alhuquerque"‘ Ariadiny Lima Caetano', Tania Araujo Viel>®*, Hudson

1.4,
Joshua T. Emmerson®, Adriana Ducatenzeiler® . SousaBuck'**

40

| plaques B-amyloides

T performances cognitives

| protéine T



Micro-doses de Li chez |'animal

Beneficial effects of low-dose lithium on cognitive ability and
pathological alterati

Current Alzheimer Research, 2018, 15, 1220-1230

mice model RESEARCH ARTICLE

Meng Liu®, Ting Qian?, Wi

[ &l Zhant Microdose Lithium NP03 Diminishes Pre-Plaque Oxidative Damage and
ORIGINAL ARTICLE myloidosis

Micro-doses de Li
- 800 |
- 250 + ©g/kgl]
40

BACE] inhibition by microdose lithium formulation NP03
rescues memory loss and earlyis;pLog [ one o November25, 2015

EN Wilson'#, S Do Carmo?, MF lulita, H Hall?, A Ducatenzeiler?, R e
NP03, a Microdose I Chronic Microdose Lithium Treatment

- Prevented Memory Loss and
Blunts Eaﬂy AmleI Neurohistopathological Changes in a

Neuropathology in MV Transgenic Mouse Model of Alzheimer's
Alzheimer-Like Tran Pisease

. . . Marielza Andrade Nunes™*®, Natalia Mendes Schéwe®*®, Karla Cristina Monteiro-Silva’,
Edward N. Wilson®, Sonia Do Carmo®, Lindsay corlF e b St 5

b d o Ticiana Baraldi ) Ingryd G Souza', Janaina Balthazar®,
Morgan K. Foret”, M. Florencia Iulita®, Dan To marilia Silva Albuquerque*, Ariadiny Lima Caetano %, Tania Araujo Viel>*4, Hudson

: g e
Joshua T. Emmerson®, Adriana Ducatenzeiler® ;, SousaBuck™**

| plaques B-amyloides
T performances cognitives

| marqueurs inflammation
| stress oxydatif

| protéine T



Micro-doses de Li dans DTA

Current Alzheimer Research, 2013, 10, 104-107

Microdose Lithium Treatment Stabilized Cognitive Impairment in
Patients with Alzheimer’s Disease

Marielza Andrade Nunes', Tania Araujo Viel* and Hudson Sousa Buck"’




Micro-doses de Li dans DTA

Current Alzheimer Research, 2013, 10, 104-107

Microdose Lithium Treatment Stabilized Cognitive Impairment in
Patients with Alzheimer’s Disease

Marielza Andrade Nunes', Tania Araujo Viel® and Hudson Sousa Buck!”
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Fig. (1). Scores in the mini-mental state examination (MMSE) of subjects from control or treated groups before placebo
or lithium therapy. Statistical differences are represented by * (P < 0.01) and a (P<0.001).



Micro-doses de Li en pop générale

JAMA Psychiatry | Original Investigation October 2017 Volume 74, Number 10
Association of Lithium in Drinking Water With the Incidence
of Dementia

Lars Vedel Kessing, MD, DMSc; Thomas Alexander Gerds, MSc, PhD; Nikoline Nygard Knudsen, MSc;
Lisbeth Flindt Jargensen, MSc; Seren Munch Kristiansen, MSc, PhD; Denitza Voutchkova, MSc, PhD;
Vibeke Emnstsen, MSc, PhD; Jorg Schullehner, MSc, PhD; Birgitte Hansen, MSc, PhD;

Per Kragh Andersen, MSc, PhD, DMSc; Annette Kjeer Ersbell, MSc, PhD




Micro-doses de Li en pop générale

Table. Lithium Exposure and Rates of Dementia (Overall), Alzheimer Disease, and Vascular Dementia

No. (%)
Mean Lithium Exposure, pg/L Patients Control Individuals Incidence Rate Ratio (95% CI) P Value
Dementia (Overall)
2.0-5.0 9105 (12.4) 90052 (12.4) 1 [Reference]
5.1-10.0 19694 (26.9) 158627 (21.8) 1.22 (1.19-1.25) <.001
10.1-15.0 26471 (36.1) 264647362 0.98 (096-1.01) sily/

5.1-27.0 18010 (24.6) 214947 (29.5) 0.83 (0.81-0.85) . <001 —

Figure. Association Between Mean Lithium Exposure in Drinking Water
on a Continuous Scale and the Overall Dementia Rate

0.4+

0.2+

IRR (Log Scale)

5 10 15 20 25 30
Mean Lithium Exposure in Drinking Water, pg/L

- Data are the incidence rate ratios (IRRs) in relation to the mean (4 pg/L) of the
lowest group on a logarithmic scale. Shaded area indicates 95% Cls.
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Syntheése

Li : proprietés neuroprotectrices voire
neurotrophiques...

... permettant la prévention TNCM ?

Effets présents dés micro-doses (bien + faibles que les
doses thérapeutiques)

Données robustes++: modeéles cellulaires in vitro,
modeéeles animaux, études cliniques pop BP (prévention
atrophie, prévention TNCM), études pop MCI (prévention
aggravation TNCM), étude pop générale (prévention TCNM)

Intérét d’'un traitement micro-dosé préventif a
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