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PUBMED =
("Alzheimer Disease"[MeSH Terms] OR "alzheimer prevention"[Title/Abstract] OR
"alzheimer's"[Title/Abstract] OR "alzheimer's disease"[Title/Abstract] OR "Alzheimer
Disease"[Title/Abstract] OR "alzheimer disease dementia"[Title/Abstract] OR "Alzheimer's
Dementia"[Title/Abstract]) AND ("Thiamin"[Title/Abstract] OR "Vitamin B1"[Title/Abstract] OR
"Vitamin B 1"[Title/Abstract] OR "Aneurin"[Title/Abstract] OR "Thiamine
Mononitrate"[Title/Abstract] OR "Mononitrate Thiamine"[Title/Abstract] OR
"Thiamine"[Title/Abstract] OR "Fursultiamin"[Title/Abstract] OR "Fursultiamin"[Title/Abstract] OR
("Thiamine Deficiency"[MeSH Terms] OR "Thiamine Monophosphate"[MeSH Terms] OR "Thiamine
Pyrophosphatase"[MeSH Terms] OR "Thiamine Pyrophosphate"[MeSH Terms] OR "Thiamine
Triphosphate"[MeSH Terms] OR "Thiamine"[MeSH Terms]) OR ("Riboflavin"[Title/Abstract] OR
"Vitamin B 2"[Title/Abstract] OR "Vitamin B2"[Title/Abstract] OR "Flavin
Mononucleotide"[Title/Abstract] OR "Flavin-Adenine Dinucleotide"[Title/Abstract] OR
("Riboflavin"[MeSH Terms] OR "Riboflavin Deficiency"[MeSH Terms] OR "Riboflavin
Synthase"[MeSH Terms] OR "Flavin Mononucleotide"[MeSH Terms] OR "vitamin B2
aldehyde"[Supplementary Concept] OR "vitamin B2-aldehyde-forming enzyme"[Supplementary
Concept] OR "vitamin B2 acid"[Supplementary Concept] OR "riboflavin-binding
protein"[Supplementary Concept] OR "riboflavin tetrabutyrate"[Supplementary Concept] OR "5 d
riboflavin d glucopyranoside"[Supplementary Concept])) OR ("Niacin"[Title/Abstract] OR "Nicotinic
Acid"[Title/Abstract] OR "3 Pyridinecarboxamide"[Title/Abstract] OR "Niacinamide"[Title/Abstract]
OR "Vitamin B3"[Title/Abstract] OR "Vitamin B 3"[Title/Abstract] OR "B3 Vitamin"[Title/Abstract]
OR ("Niacinamide"[MeSH Terms] OR "Niacin"[MeSH Terms] OR "Nicotinic Acids"[MeSH Terms]))
OR ("Pantothenic Acid"[Title/Abstract] OR "Vitamin B5"[Title/Abstract] OR "Vitamin B
5"[Title/Abstract] OR "B5 Vitamin"[Title/Abstract] OR "B 5 Vitamin"[Title/Abstract] OR
"Pantothenic Acid"[MeSH Terms]) OR ("Vitamin B6"[Title/Abstract] OR "Pyridoxal
Phosphate"[Title/Abstract] OR "Phosphate Pyridoxal"[Title/Abstract] OR
"Pyridoxal"[Title/Abstract] OR "Pyridoxin"[Title/Abstract] OR "Pyridoxol"[Title/Abstract] OR
"Pyridoxamine"[Title/Abstract] OR ("Vitamin B 6"[MeSH Terms] OR "Vitamin B 6 Deficiency"[MeSH
Terms] OR "Pyridoxal"[MeSH Terms] OR "Pyridoxal Phosphate"[MeSH Terms] OR
"Pyridoxamine"[MeSH Terms] OR "Pyridoxine"[MeSH Terms])) OR ("Biotin"[MeSH Terms] OR
"Biotin"[Title/Abstract] OR "Vitamin B 9"[Title/Abstract] OR "Vitamin B9"[Title/Abstract]) OR
("folic acid"[Title/Abstract] OR "Vitamin B9"[Title/Abstract] OR "Vitamin B 9"[Title/Abstract] OR
"B9 Vitamin"[Title/Abstract] OR "Pteroylglutamic Acid"[Title/Abstract] OR "Folvite"[Title/Abstract]
OR "Folacin"[Title/Abstract] OR "Folate"[Title/Abstract] OR "Tetrahydropholate"[Title/Abstract]
OR ("folic acid"[MeSH Terms] OR "Pteroylpolyglutamic Acids"[MeSH Terms] OR
"Tetrahydrofolates"[MeSH Terms])) OR ("B 12 Vitamin"[Title/Abstract] OR "B12
Vitamin"[Title/Abstract] OR "vitamin B12"[Title/Abstract] OR "vitamin b 12"[Title/Abstract] OR "vit
B12"[Title/Abstract] OR "B12"[Title/Abstract] OR "Cobalamin"[Title/Abstract] OR
"cobalamine"[Title/Abstract] OR "cyanocobalamin"[Title/Abstract] OR "cyano
cobalamin"[Title/Abstract] OR "vitamin b 12"[MeSH Terms] OR "Transcobalamins"[MeSH Terms]
OR "Vitamin B 12 Deficiency"[MeSH Terms] OR "Hydroxocobalamin"[MeSH Terms] OR
"Transcobalamin | Deficiency"[Supplementary Concept] OR "hydroxycobalamin ¢
lactam"[Supplementary Concept] OR "pseudovitamin B12"[Supplementary Concept] OR "beta 5
deoxyadenosyl alpha cyano cobalamin"[Supplementary Concept])) AND ("clinical trial, phase
iv"'[Publication Type] OR "clinical trial, phase iii"[Publication Type] OR "clinical trial, phase
ii"[Publication Type] OR "clinical trial, phase i"[Publication Type] OR "Non-Randomized Controlled
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Trials as Topic"[MeSH Terms] OR "clinical trials, phase i as topic"[MeSH Terms] OR "Pragmatic
Clinical Trials as Topic"[MeSH Terms] OR "Randomized Controlled Trial"[Publication Type] OR
("Clinical Trial"[Title/Abstract] OR "Non-Randomized Controlled Trial"[Title/Abstract] OR
"Randomized Controlled Trial"[Title/Abstract] OR "RCT"[Title/Abstract] OR "RCCT"[Title/Abstract]))

EMBASE
No.
Query
Results
106
#8
#3 AND #6 AND #7
450,909
#7
'clinical trial':ti,ab,kw OR 'controlled clinical trial':ti,ab,kw OR 'non-
randomized controlled trials':ti,ab,kw OR 'pragmatic clinical
trials':ti,ab,kw OR 'non-randomized controlled trial':ti,ab,kw OR
'randomized controlled trial':ti,ab,kw OR 'controlled trial':ti,ab,kw OR
'rct':ti,ab,kw OR 'rcct':ti,ab,kw
329,544
#6
#4 OR #5
287,287
#5

'thiamine'/de OR 'thiamine deficiency'/de OR 'thiamine phosphate'/de
OR 'beriberi'/de OR 'thiamine triphosphate'/de OR 'thiamine
pyrophosphatase'/de OR 'cocarboxylase'/de OR 'thiamine
pyrophosphokinase'/de OR 'fursultiamine'/de OR 'riboflavin'/de OR
'flavine nucleotide'/de OR 'flavine adenine nucleotide'/de OR
'flavoprotein'/de OR 'flavine mononucleotide'/de OR 'riboflavin
kinase'/de OR 'riboflavin deficiency'/de OR 'flavodoxin'/de OR 'riboflavin
synthase'/de OR 'riboflavin binding protein'/de OR 'riboflavin
tetrabutyrate'/de OR 'nicotinic acid'/de OR 'nicotinamide'/de OR
'nicotinic acid derivative'/de OR 'nicotinic acid deficiency'/de OR
'pellagra'/de OR 'nicotinamide adenine dinucleotide'/de OR
'nicotinamide adenine dinucleotide phosphate'/de OR 'pantothenic
acid'/de OR 'pantothenic acid deficiency'/de OR 'pantothenic acid
therapeutic use'/de OR 'pantothenic acid 4" phosphate'/de OR
'pantothenic acid metabolism'/de OR 'pyridoxine'/de OR 'pyridoxine
derivative'/de OR 'pyridoxine deficiency'/de OR 'pyridoxal kinase'/de OR
'pyridoxal 5 phosphate'/de OR 'pyridoxal'/de OR 'pyridoxamine'/de OR
'pyridoxamine phosphate'/de OR 'pyridoxamine phosphate oxidase'/de
OR 'pyritinol'/de OR 'pyridoxal phosphate 6 azophenyl 2°,4" disulfonic
acid'/de OR 'biotin'/de OR 'biotin derivative'/de OR 'biotin
deficiency'/de OR 'biotin synthase'/de OR 'folic acid'/de OR 'folic acid
derivative'/de OR 'folic acid deficiency'/de OR 'folate deficiency
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#4

#3

anemia'/de OR 'folic acid antagonist'/de OR 'tetrahydrofolic acid
derivative'/de OR 'folic acid blood level'/de OR 'pteroptin'/de OR
'dihydrofolate reductase'/de OR 'folate receptor'/de OR
'cyanocobalamin'/de OR 'b12 deficiency'/de OR 'pernicious anemia'/de
OR 'hydroxocobalamin'/de OR 'transcobalamin ii'/de OR
'transcobalamin'/de OR 'abc-type vitamin b12 transporter'/de OR
'haptocorrin'/de

172,280

'thiamin':ti,ab,kw OR 'vitamin b1':ti,ab,kw OR 'vitamin b 1':ti,ab,kw OR
'aneurin':ti,ab,kw OR 'thiamine mononitrate':ti,ab,kw OR 'mononitrate
thiamine':ti,ab,kw OR 'fursultiamin':ti,ab,kw OR 'thiamine
deficiency':ti,ab,kw OR 'thiamine monophosphate':ti,ab,kw OR 'thiamine
pyrophosphatase’:ti,ab,kw OR ‘thiamine pyrophosphate':ti,ab,kw OR
'thiamine triphosphate':ti,ab,kw OR 'thiamine':ti,ab,kw OR 'vitamin b
2':ti,ab,kw OR 'vitamin b2':ti,ab,kw OR 'flavin-adenine
dinucleotide':ti,ab,kw OR 'riboflavin':ti,ab,kw OR 'riboflavin
deficiency':ti,ab,kw OR 'riboflavin synthase':ti,ab,kw OR 'flavin
mononucleotide':ti,ab,kw OR 'vitamin b2 aldehyde':ti,ab,kw OR 'vitamin
b2-aldehyde-forming enzyme':ti,ab,kw OR 'vitamin b2 acid':ti,ab,kw OR
'riboflavin-binding protein':ti,ab,kw OR 'riboflavin
tetrabutyrate':ti,ab,kw OR '5 d riboflavin d glucopyranoside':ti,ab,kw OR
'nicotinic acid':ti,ab,kw OR '3 pyridinecarboxamide':ti,ab,kw OR 'vitamin
b3':ti,ab,kw OR 'vitamin b 3':ti,ab,kw OR 'b3 vitamin':ti,ab,kw OR
'niacinamide’:ti,ab,kw OR 'niacin':ti,ab,kw OR 'nicotinic acids':ti,ab,kw OR
'vitamin b5':ti,ab,kw OR 'vitamin b 5':ti,ab,kw OR 'b5 vitamin':ti,ab,kw
OR 'b 5 vitamin':ti,ab,kw OR 'pantothenic acid':ti,ab,kw OR 'vitamin
b6':ti,ab,kw OR 'phosphate pyridoxal':ti,ab,kw OR 'pyridoxin’:ti,ab,kw OR
'pyridoxol':ti,ab,kw OR 'vitamin b 6':ti,ab,kw OR 'vitamin b 6
deficiency':ti,ab,kw OR 'pyridoxal‘:ti,ab,kw OR 'pyridoxal
phosphate’:ti,ab,kw OR 'pyridoxamine':ti,ab,kw OR 'pyridoxine':ti,ab,kw
OR 'biotin':ti,ab,kw OR 'vitamin b9':ti,ab,kw OR 'vitamin b 9":ti,ab,kw OR
'b9 vitamin':ti,ab,kw OR 'pteroylglutamic acid':ti,ab,kw OR
'folvite':ti,ab,kw OR 'folacin':ti,ab,kw OR 'folate":ti,ab,kw OR
'tetrahydropholate’:ti,ab,kw OR 'folic acid':ti,ab,kw OR
'pteroylpolyglutamic acids':ti,ab,kw OR 'tetrahydrofolates':ti,ab,kw OR 'b
12 vitamin':ti,ab,kw OR 'b12 vitamin':ti,ab,kw OR 'vitamin b12":ti,ab,kw
OR 'vit b12":ti,ab,kw OR 'b12':ti,ab,kw OR 'cobalamin':ti,ab,kw OR
'cobalamine’:ti,ab,kw OR 'cyanocobalamin':ti,ab,kw OR 'cyano
cobalamin':ti,ab,kw OR 'vitamin b 12":ti,ab,kw OR
'transcobalamins':ti,ab,kw OR 'vitamin b 12 deficiency':ti,ab,kw OR
'hydroxocobalamin':ti,ab,kw OR 'transcobalamin i deficiency':ti,ab,kw
OR 'hydroxycobalamin c lactam':ti,ab,kw OR 'pseudovitamin
b12':ti,ab,kw OR 'beta 5 deoxyadenosyl alpha cyano cobalamin':ti,ab,kw
259,627
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#1 OR #2 e
220,959
#2
'alzheimer prevention':ti,ab,kw OR 'alzheimer':ti,ab,kw OR 'alzheimer
disease':ti,ab,kw OR 'alzheimer disease dementia':ti,ab,kw OR 'alzheimer
dementia':ti,ab,kw
212,570
#1
'alzheimer disease'/de
PROQUEST

AB,TI("Alzheimer Disease" OR "alzheimer prevention" OR "alzheimer's" OR “alzheimer” OR
"alzheimer's disease" OR "Alzheimer Disease" OR "alzheimer disease dementia" OR "Alzheimer's
Dementia") AND AB,TI("Thiamin" OR "Vitamin B1" OR "Vitamin B 1" OR "Aneurin" OR "Thiamine
Mononitrate" OR "Mononitrate Thiamine" OR "Thiamine" OR "Fursultiamin" OR "Fursultiamin" OR
"Thiamine Deficiency" OR "Thiamine Monophosphate" OR "Thiamine Pyrophosphatase" OR
"Thiamine Pyrophosphate" OR "Thiamine Triphosphate" OR "Thiamine" OR "Riboflavin" OR
"Vitamin B 2" OR "Vitamin B2" OR "Flavin Mononucleotide" OR "Flavin-Adenine Dinucleotide" OR
"Riboflavin" OR "Riboflavin Deficiency" OR "Riboflavin Synthase" OR "Flavin Mononucleotide" OR
"vitamin B2 aldehyde" OR "vitamin B2-aldehyde-forming enzyme" OR "vitamin B2 acid" OR
"riboflavin-binding protein" OR "riboflavin tetrabutyrate" OR "5 d riboflavin d glucopyranoside" OR
“flavine” OR "Niacin" OR "Nicotinic Acid" OR "3 Pyridinecarboxamide" OR "Niacinamide" OR
"Vitamin B3" OR "Vitamin B 3" OR "B3 Vitamin" OR "Niacinamide" OR "Niacin" OR "Nicotinic
Acids" OR “nicotinamide” OR "Pantothenic Acid" OR "Vitamin B5" OR "Vitamin B 5" OR "B5
Vitamin" OR "B 5 Vitamin" OR "Pantothenic Acid" OR "Vitamin B6" OR "Pyridoxal Phosphate" OR
"Phosphate Pyridoxal" OR "Pyridoxal" OR "Pyridoxin" OR "Pyridoxol" OR "Pyridoxamine" OR
"Vitamin B 6" OR "Vitamin B 6 Deficiency" OR "Pyridoxal" OR "Pyridoxal Phosphate" OR
"Pyridoxamine" OR "Pyridoxine" OR “Pyridoxamine” OR “pyridoxine” OR "Biotin" OR "Biotin" OR
"Vitamin B 9" OR "Vitamin B9" OR "folic acid" OR "Vitamin B9" OR "Vitamin B 9" OR "B9 Vitamin"
OR "Pteroylglutamic Acid" OR "Folvite" OR "Folacin" OR "Folate" OR "Tetrahydropholate" OR "folic
acid" OR "Pteroylpolyglutamic Acids" OR "Tetrahydrofolates" OR "B 12 Vitamin" OR "B12 Vitamin"
OR "vitamin B12" OR "vitamin b 12" OR "vit B12" OR "B12" OR "Cobalamin" OR "cobalamine" OR
"cyanocobalamin" OR "cyano cobalamin" OR "vitamin b 12" OR "Transcobalamins" OR "Vitamin B
12 Deficiency" OR "Hydroxocobalamin" OR "Transcobalamin | Deficiency" OR "hydroxycobalamin c
lactam" OR "pseudovitamin B12" OR "beta 5 deoxyadenosyl alpha cyano cobalamin" OR
“hydroxocobalamin” OR “transcobalamin”) AND AB,TI("clinical trial" OR "Non-Randomized
Controlled Trials" OR "clinical trials" OR "Pragmatic Clinical Trials" OR "Randomized Controlled
Trial" OR "Clinical Trial" OR “controlled clinical trail” OR "Non-Randomized Controlled Trial" OR
"Randomized Controlled Trial" OR "RCT" OR "RCCT")

BVS - Web of science

("Alzheimer Disease" OR "alzheimer prevention" OR "alzheimer's" OR “alzheimer” OR "alzheimer's
disease" OR "Alzheimer Disease" OR "alzheimer disease dementia" OR "Alzheimer's Dementia")
AND ("Thiamin" OR "Vitamin B1" OR "Vitamin B 1" OR "Aneurin" OR "Thiamine Mononitrate" OR
"Mononitrate Thiamine" OR "Thiamine" OR "Fursultiamin" OR "Fursultiamin" OR "Thiamine
Deficiency" OR "Thiamine Monophosphate" OR "Thiamine Pyrophosphatase" OR "Thiamine
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Pyrophosphate" OR "Thiamine Triphosphate" OR "Thiamine" OR "Riboflavin" OR "Vitamin B:2" OR (
"Vitamin B2" OR "Flavin Mononucleotide" OR "Flavin-Adenine Dinucleotide" OR "Riboflavin" OR
"Riboflavin Deficiency" OR "Riboflavin Synthase" OR "Flavin Mononucleotide" OR "vitamin B2
aldehyde" OR "vitamin B2-aldehyde-forming enzyme" OR "vitamin B2 acid" OR "riboflavin-binding
protein" OR "riboflavin tetrabutyrate" OR "5 d riboflavin d glucopyranoside" OR “flavine” OR
“Niacin" OR "Nicotinic Acid" OR "3 Pyridinecarboxamide" OR "Niacinamide" OR "Vitamin B3" OR
"Vitamin B 3" OR "B3 Vitamin" OR "Niacinamide" OR "Niacin" OR "Nicotinic Acids" OR
“nicotinamide” OR "Pantothenic Acid" OR "Vitamin B5" OR "Vitamin B 5" OR "B5 Vitamin" OR "B 5
Vitamin" OR "Pantothenic Acid" OR "Vitamin B6" OR "Pyridoxal Phosphate" OR "Phosphate
Pyridoxal" OR "Pyridoxal" OR "Pyridoxin" OR "Pyridoxol" OR "Pyridoxamine" OR "Vitamin B 6" OR
"Vitamin B 6 Deficiency" OR "Pyridoxal" OR "Pyridoxal Phosphate" OR "Pyridoxamine" OR
"Pyridoxine" OR “Pyridoxamine” OR “pyridoxine” OR "Biotin" OR "Biotin" OR "Vitamin B 9" OR
"Vitamin B9" OR "folic acid" OR "Vitamin B9" OR "Vitamin B 9" OR "B9 Vitamin" OR
"Pteroylglutamic Acid" OR "Folvite" OR "Folacin" OR "Folate" OR "Tetrahydropholate" OR "folic
acid" OR "Pteroylpolyglutamic Acids" OR "Tetrahydrofolates" OR "B 12 Vitamin" OR "B12 Vitamin"
OR "vitamin B12" OR "vitamin b 12" OR "vit B12" OR "B12" OR "Cobalamin" OR "cobalamine" OR
"cyanocobalamin” OR "cyano cobalamin" OR "vitamin b 12" OR "Transcobalamins" OR "Vitamin B
12 Deficiency" OR "Hydroxocobalamin" OR "Transcobalamin | Deficiency" OR "hydroxycobalamin c
lactam" OR "pseudovitamin B12" OR "beta 5 deoxyadenosyl alpha cyano cobalamin" OR
“hydroxocobalamin” OR “transcobalamin”) AND ("clinical trial” OR "Non-Randomized Controlled
Trials" OR "Pragmatic Clinical Trials" OR "Randomized Controlled Trial" OR “controlled clinical trial”
OR "Non-Randomized Controlled Trial” OR "Randomized Controlled Trial" OR RCT OR RCCT)
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Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba ADAS-cog, seglin tratamiento

B vitamins Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 85% CI
1.1.1 B vitamin + medicamento
Sun 2007 0.67 103 45  -08 613 44 41% 157 [1.94 5.08] 2007 »
Chen 2021 2323 128 60 2386 14.84 60 21% -0.63[559,4.33 2021 4
Subtotal (95% CI) 105 104 6.2% 0.83[-2.03,3.70] e —

Heterogeneity: Chi®=0.60, df=1{F=048), F=0%
Testfor overall effect £= 0.7 (F=0.57)

1.1.2 B vitamin

Aisen 2008 738 872 204 654 8417 140 14.0% 0.84 [1.06,2.74] 2008 I e —
Ford 2010 -0.7 34 118 -08 4 123 A7.7% O0.10[0.54,1.04] 2010 —F—
Gibson 2020 096 541 15 32 566 14 31% -2.24[6.28 1.80] 2020 +

Subtotal (95% CI) 337 277 74.8% 0.14[-0.68, 0.96] ‘

Heterogeneity: Chi®=1.86, df=2 (P =039), F=0%
Testfor overall effect Z=0.34 (F=074)

1.1.3 Multivitaminas

Manders 2009 16 6.5 78 18 fi 33 8% -2.00[450,0500 2009 @ ———————— [
Scheltens 2010 258 77 101 248 7.8 49 11.0% 0.10[2.05 225 2010 N
Subtotal (95% CI) 179 132 19.0% -0.79[-2.42,0.84] —~atl—

Heterogeneity: Chi®=1.586, df=1{FP=021), F= 36%
Testfor overall effect 2= 095 (F=0.34)

Total {95% CI) 621 513 100.0% 0.01[-0.70,0.72] ?
Heterogeneity: Chif= 5.27, df= 6 (P = 0.51%; F= 0% 14 12 p é jl
Testfor overall effect: £=0.02 (F=0.98) Byitamins Placebo

Testfor suboroun differences: Chi*=1.34, df=2 (P=0511LF=0%

Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba ADAS-cog, seglin poblacién

B vitamin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Alzheimer
Alsen 2008 738 972 04 654 BIT7 140 140% 0.84[1.06 274 I B —
Chen 2021 23.23 128 G0 2386 14.84 B0 21% -063[559, 433 ¢
Scheltens 2010 258 77 101 258 7.8 99 11.0% 0.10[-2.05, 2.29] N
Sun 2007 067 103 45  -09 BA13 44 41% 187 [1.94, 508 *
Subtotal (95% CI) 410 343 3% 0.58[-0.70,1.85] ~i—

Heterogeneity: Chi®= 0.80, df= 3 (P = 0.85), F= 0%
Testfor overall effect Z= 089 {F=0.37)

2.1.2 Daifio cognitivo

Ford 2010 -0.7 34 1g -08 4 123 47 7%  010[-0.84 1.04]
Manders 2009 16 6.4 T8 18 G 33 8% -2.00[-4.50, 0.50]
Subtotal (95% CI) 196 156 65.8% -0.16 [-1.03,0.72]

Heterogeneity: Chi®= 237, dfi=1(P=012) F=58%
Testfor overall effect Z=035{(F=0.72)

2.1.3 AD y Dafio cognitivo

Gibson 2020 0.96 541 14 3.2 566 14 31% -2.24 [6.28 1.80) ¢

Subtotal (95% CI) 15 14 3% -2.24[-6.28,1.80] = —
Heterageneity: Mot applicahle

Testfor overall effect Z=1.09 (F=0.28)

Total (95% Cl) 621 513 100.0% 0.01[-0.70,0.72] ?

Heterageneity. Chi®= 527, df= 6 (P = 0.613; F= 0% 4 2 b 1 4
Testfor averall effect: 2= 0.02 {P = 0.98) Buitamin Placebo

Testfor subaroup differences: Chi*= 210, df=2 (P =0.35), F=47%
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Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba ADAS-cog, seglin uso de comparador

B Vitamin Comparador Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
4.1.1 Placebo
Aisen 2008 738 972 04 654 BAF 140 14.0% 0.84[1.06 274] e
Fard 2010 -07 34 118 -08 4 123 A&77% 010[-0.84, 1.04] ——
Gihgon 2020 046 5.41 18 3.2 566 14 21% -2.24[6.28 1.0 *
Manders 2009 16 64 78 18 5 33 BA% -200[450,0600 ————————— T
Scheltens 2010 258 TF 101 258 T8 98 11.0% 0.10[-2.05, 2.29] —
Sun 2007 067 103 45 -089 613 44 41% 1.57[1.94,5.08] +
Subtotal (95% CI) 561 453  97.9% 0.02[-0.70,0.74] -l
Heterogeneity: Chi*= 520, di=5(P=038), F= 4%
Testfor overall effect: Z= 0.06 (P = 0.96)
4.1.2 comparador activo
Chen 2021 2323 128 B0 23.86 1484 D0 21% -063[559 433 ¢
Subtotal (95% CI) 60 60 21% -0.63 [-5.59, 4,33] s —
Heterogeneity: Mot applicable
Testfor averall effect Z=0.25 (P = 0.80)
Total (95% Cl) 621 513 100.0% 0.01[-0.70,0.72]

Heterogeneity: Chi*= 927, df= 6 (P= 0581, F=0%

Testfor overall effect Z=0.02 (P = 0.98)

Test for subgroup differences: Chi*= 0.06, df=1 (P =0.80), F=0%

-

=t

-2 0 2
B Vitamin Comparador

Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba ADAS-cog, seglin duracion de la intervencion

B vitamin Comparador Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.1.1 Hasta 6 meses
Chen 2021 23.23 128 B0 23.86 1484 B0 21% -0.B3[5.59 433 ¢
Manders 2009 16 64 78 18 5 33 BA% -2.00[-4.50, 050 -
Scheltens 2010 259 FF 101 258 T.8 99 11.0% 0.10[-2.05 2.25] T
Subtotal {95% CI) 239 192 211% -0.77[-2.32,0.77] —eli—
Heterogeneity: Chi*= 1486, dfi= 2 (P=04E), F=0%
Test for overall effect Z= 098 (F=0.33)
5.1.2 mas de & meses
Ajsen 2008 738 8972 204 644 81T 140 14.0% 0.84[-1.06 2.74] N
Fard 2010 -07 34 118 -08 4 123 &77% 010[-0.84, 1.04] —a—
Gihson 2020 096 541 15 32 566 14 3% -224[-6281.80] ¢
Sun 2007 067 10.3 45 -09 613 44 41% 1.87 [-1.94 5.08] +
Subtotal (95% Cl) 382 321 78.9% 0.22[-0.581.02] *‘-
Heterageneity: Chi*= 247, df=3{F=048), F=0%
Test for overall effect = 0.53 {(F = 0.60)
Total (95% Cl) 621 513 100.0% 0.01[-0.70,0.72] ?—
Heterogeneity; Chi*= 5.27, df= 6 (P = 0.51); F= 0% 54 52 5 é ji

Testfor averall effect: Z=0.02 (P = 0.98)

Testfor subaroup differences: Chi*=1.24, df=1 (P=0.27), F=19.3%

Bvitamin Comparador
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Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba clinical dementia rating (CDR), segin tratamiento

B vitamins Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 B vitamin + medicamento
Remington 2014 7.3 4.7 43 5.2 38 34 46% 2.10[0.26, 3.84] e —
Subtotal (95% CI) 48 34 AB% 2.10 [0.26, 3.94] —eagie——
Heterogeneity: Mot applicahble
Testfor overall effect: Z=2.23 (P =0.03)
1.2.2 B Vitamin
Aisen 2008 2488 245 204 281 257 140 247% 0.07 [0.47, 0.61] -
Gibson 2020 0.05 0.082 15 022 0347 14 381%  -0.17[0.36,0.02] =
Jager 2012 1 13 110 1.4 1.6 113 313% -040[-0.78 -0.02] —
Wan Dick 2009 44 176 28 -2 9.9 28 0.3% 6.40[1.08,13.88] >
Subtotal (95% CI) 357 295 954%  -0.18[-0.47,0.10] &
Heterogeneity: Tau?*=0.03; Chi*=4507, di=3(P=017); F=41%
Testfor overall effect: Z=1.25 (P=0.21)
Total {95% CI) 405 329 100.0%  -0.06 [-0.48, 0.36]

Heterogeneity: Tau®=0.11; Chi®=10.93, df=

Testfor overall effect: Z=0.27 (P=0.79)

4(P=0.03;F=63%

Testfor subaroup differences: Chi®= 575, df=1 (P =0.02), F=826%

. *

-t

-2 a 2 4
Bvitamins Placebo

Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba clinical dementia rating (CDR), segtin poblacion

B vitamin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2.21 Alzheimer
Aisen 2008 288 245 204 251 257 140 247% 0.07 [-0.47, 0.61]
Remington 2014 7.3 4.7 43 5.2 38 31 46% 2.10[0.26, 3.94]
Subtotal (95% CI) 252 174 29.3% 0.89 [-1.06, 2.84]
Heterogeneity: Tau®=1.58; Chi*=4.28 df=1 (FP=004); F=77T%
Testfor overall effect: Z=0.89 (F=0.37)
2.2.2 Dafio cognitivo
Jager 2012 1 13 MO 1.4 1.6 113 313% -040[-0.78,-0.02] —H
Wan Dick 2009 44 176 23 -2 94 23 0.3% B.40[-1.08,13.88] +
Subtotal (95% CI) 138 141 31.6% 1.93 [4.39, 8.26] —————
Heterogeneity: Tau®= 1582, Chi*= 317, df=1 {P=0.08); F= 68%
Test for overall effect: £= 060 (F=0.55)
2.2.3 AD y dafio cognitivo
Gibson 2020 0.05 0.082 15 022 0347 14 391%  -017[0.36,002] :]
Subtotal (95% CI) 15 14 391%  -0.17[-0.36,0.02]
Heterogeneity: Mot applicahle
Test for overall effect: Z=1.79 (F=0.07)
Total {95% CI) 405 329 100.0%  -0.06 [-0.48, 0.36] ’

Heterogeneity: Tau®= 011, Chi*=10.93, df=

Testfor overall effect: Z=0.27 (F=0.79)

4 (P=0.03),F=63%

Test for subgroup differences: Chi*=1.54, df=2 (P = 0.46), F=0%

4 -2 0 2 4

B Vitamin Placebo
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Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba clinical dementia rating (CDR), segin uso de comparador

B Vitamin Comparador Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.2.1 Placebo
Aisen 2008 2488 245 204 241 287 140 47% 0.07 [0.47, 0.61]
Gibson 2020 0.05 0.082 15 022 0347 14 381%  -047[0.36,0.02]
Jager 2012 1 1.3 110 1.4 1.6 113 313% -040[-0.78,-0.02] —
Remington 2015 7.3 47 43 52 38 34 46% 2.10[0.26, 3.54]
Subtotal (95% CI) 377 301 99.7%  -0.10 [-0.47,0.27] &
Heterogeneity: Tau®= 0.08; Chi*=7.97, df =3 {(P=008); F=62%
Test for overall effect: Z=0.53 (P = 0.59)
4,2.2 Comparador activo
Wan Dick 2009 44 176 28 -2 9.9 28 0.3% 6.40[1.08,13.88] >
Subtotal (95% CI) 28 28 0.3% 6.40[-1.08,13.88] —
Heterogeneity: Mot applicahle
Test for overall effect: Z=1.68 (P = 0.09)
Total {95% CI) 405 329 100.0%  -0.06 [-0.48, 0.36]

Heterogeneity: Tau*=0.11; Chi®=10.93, df=4 (P=0.03); F=63%
Testfor overall effect: Z=0.27 (P=0.79)

Testfor subaroup differences: Chi®= 2,89, df=1 (P = 0.09), F=655%

-t

2

2
Bvitamin Comparador

* .

Tt

Grafica de bosque efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba clinical dementia rating (CDR), segtin duracidn de la intervencion.

B vitamin Comparador Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.2.1 Hasta 6 meses
Remington 2015 T3 4.7 45 5.2 3.8 34 4.6% 2101[0.26, 3.94]
“an Dick 2009 44 176 28 -2 9.4 28 0.3% 6.40[1.0813.88] >
Subtotal (95% CI) 76 62 4.9% 2.66 [-0.18, 5.49] e —
Heterogeneity: Tau®=1.52; Chi*=1.20,df=1 (P=027); F=16%
Testfor overall effect: Z=1.84 (P = 0.07)
5.2.2 mas de 6 meses
Aisen 2008 258 245 204 2481 2487 140 247% 0.07 [-0.47, 0.61] -
Gibson 2020 0.05 0.082 15 022 0347 14 391%  -0417[0.36,0.02] L
Jager 2012 1 1.3 110 1.4 1.6 113 31.3% -040[-0.78,-0.02] —
Subtotal (95% CI) 329 267 951% -0.19 [-0.36, -0.02] [
Heterogeneity: Tau?= 0.00; Chi*=2.09, df=2 (P=035); F=4%
Testfor overall effect: Z=2.21 (P=0.03)
Total (95% CI) 405 329 100.0%  -0.06 [-0.48, 0.36] ?
Heterogeneity: Tau®= 0.11; Chi*= 10,93, df= 4 (P = 0.03); F= 63% ) + 5 3 !
Test for overall effec.t:Z: 0.27 (P:_ 0.79) Byitamin Comparador
Testfor subaroup differences: Chi®= 3.87, df=1 (P =005, F=741%
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Grafica de bosque. Efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba Mini Mental State Examination-MMSE, segun tratamiento

B vitamins Placebo

Study or Subgroup  Mean SD Total Mean

SD_Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

1.3.1 B vitamin + Medicamento

Chen 2016 1872 6.96 61 168 826
Connelly 2008 0.ns 33 23 032 267
Sun 2007 015 412 45 041 516
Subtotal (95% CI) 129

Heterogeneity: Chi®=1.94, df=2 (P = 0.38), F= 0%
Testfor overall effect: Z=0.38 (F=0.70)

1.3.2 B Vitamin

Ajsen 2008 -265 4486 204 -308 4.46
Ford 2010 01 18 18 o 18
Jager 2012 2789 21 1Mo 22 14
Subtotal {(95% CI) 432

Heterogeneity, Chi®= 246, df= 2 (P=0.29); F=19%
Testfor overall effect: Z=1.90 (F = 0.0B6)

1.3.3 Multivitaminas

Scheltens 2010 241 35 99 24 34
Subtotal (95% CI) 99

Heterogeneity: Mot applicable
Testfor overall effect: Z=020(F=0.84)

Total (95% CI) 660
Heterogeneity: Chi*= 4.61, df=6 (P = 0.59); F=0%
Testfor overall effect: £=1.90 (P = 0.08)

60
18
a4
122

140
123
113
376

el
96

594

1.4%
2.9%
2.5%
6.8%

10.3%
46.9%
26.2%
83.0%

10.2%
10.2%

100.0%

Test for subaroup differences: Chi*= 021, df=2 (P= 090, F=0%

1.92 F0.74, 4.58]
043 F1.98,1.70]
-0.26 F2.20,1.69]
0.23 [-0.96, 1.42]

0.43 F0.54,1.40]
0.10 F0.35, 0.55]
0.70[0.09, 1.31]
0.33 [-0.01, 0.67]

0.30 [-0.01, 0.61]

It

'
=T

-2 D
Buitamin Placebo

Grafica de bosque. Efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba Mini Mental State Examination-MMSE, seguin poblacion

B vitamin Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight [V, Fixed, 95% Cl IV, Fixed, 95% CI
2.3.1 Alzheimer
Aisen 2008 -265 456 204 -3.08 446 140 10.3% 043054 1.40] I
Chen 2016 18.72 B.56 61 168 B.26 B0 1.4% 182074 458
Caonnelly 2008 oo 33 23 0.22 267 18 289% -013[1.86,1.70] —
Scheltens 2010 241 345 99 24 34 96  10.2% 010087, 1.07] e
Sun 2007 015 412 45 041 516 44 2.8% -0.26[-2.20,1.68] —
Subtotal (95% CI) 432 358 27.3% 0.26 [-0.34, 0.85] -
Heterogeneity: Chi*= 217, df= 4 (P =0.70), F= 0%
Testfor overall effect Z=0.85 (F = 0.40)
2.3.2 Daiio cognitivo
Ford 2010 o1 1.8 118 0 1.8 123 465% 0.10[-0.35 0.55] —-
Jager 2012 278 21 10 272 28 113 262%  0.70([0.09 1.31] ——
Subtotal (95% CI) 228 236 T727% 0.32[-0.05,0.68] >
Heterogeneity: Chi*= 2.41, df=1{F=012); F=59%
Testfor overall effect Z=1.71 (P = 0.049)
Total (95% CI) 660 594 100.0% 0.30 [-0.01, 0.61] >
Heterogeneity: Chi*= 4.61, df= 6 (P = 0.59); = 0% 54 iz 1 é i

Testfor overall effect 2= 1.90 (P = 0.06)

Test for subgroup differences: Chi*=0.03, df=1 {F =087, F= 0%
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Grafica de bosque. Efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba Mini Mental State Examination-MMSE, seguin uso de comparador

B Vitamin Comparador Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
4.3.1 Placebo
Aisen 2008 -265 456 204 -3.08 446 140 103% 043054 1.40] I
Ford 2010 o1 1.8 118 0 1.8 123 46.5% 0.10[-0.35 055] -
Jager 2012 279 21 10 272 25 113 262%  0.70([0.09 1.31] ——
Scheltens 2010 241 34 ez} 24 34 96 10.2% 010087 1.07] —
Sun 2007 01a 412 45 041 5186 44 2.5% -0.26[2.20,1.68] —
Subtotal {95% CI) 576 516 95.8% 0.29[-0.03, 0.61] >
Heterogeneity: Chi*= 2.97, df= 4 (P = 0.56), F= 0%
Testfor overall effect: 7=1.78 (F=0.07)
4.3.2 Comparador activo
Chen 2016 18.72 6.56 61 16.8 B8.26 60 1.4% 1.92[0.74, 4.58)
Connelly 2008 0og 33 23 0.22 267 18 28% -013[1.96 1.70] —
Subtotal (95% CI) 84 78 4,2% 0.53[-0.98, 2.03] ~eanfii——
Heterogeneity: Chi*=1.55, df=1 (P =021, F= 35%
Testfor overall effect Z= 0.69 (F = 0.49)
Total (95% CI) 660 594 100.0% 0.30 [-0.01, 0.61] >
Heterogeneity Chi*= 4.61, df= 6 (P = 0.59); F= 0% 54 !2 7 é jl

Testfor overall effect £=1.90 (F = 0.06)

Test for subaroup differences: Chi*= 009, df=1 (P=0.76), F= 0%

Bvitamin Comparador

Grafica de bosque. Efecto individual y combinado de suplementos de vitamina B sobre el puntaje

en la prueba Mini Mental State Examination-MMSE, segin duracidon de la intervencion.

B vitamin Comparador Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
5.3.1 Hasta 6 meses
Chen 2016 18.72 B.56 61 168 B.26 6O 1.4% 182074, 458
Caonnelly 2008 oog 33 23 0.22 267 18 29% -013[1.861.70] —
Scheltens 2010 241 345 99 24 34 96  10.2% 010087, 1.07] —
Subtotal (95% CI) 183 174  14.5% 0.22[-0.59,1.04] e
Heterogeneity: Chi*=1.77, df= 2 (P=041), F=0%
Testfor overall effect Z=0.54 (P = 0.59)
5.3.2 mas de 6 meses
Aisen 2008 -265 456 204 -3.08 446 140 103% 043054 1.40] I
Ford 2010 o1 1.8 118 0 1.8 123 46.5% 0.10[-0.35 0.55] -
Jager 2012 278 21 10 272 28 113 262%  0.70([0.09 1.31] ——
Sun 2007 015 412 45 041 516 44 2.8% -0.26[-2.20,1.68] —
Subtotal (95% CI) ATT 420 85.5% 0.31[-0.02,0.65] >
Heterogeneity: Chi*= 2.80, df= 3 (P =0.42), F=0%
Testfor overall effect Z=1.83 (F = 0.07)
Total (95% CI) 660 594 100.0% 0.30 [-0.01, 0.61] >
Heterogeneity, Chi*= 4.61, df= 6 (P = 0.59); = 0% 54 !2 7 é jl

Testfor overall effect £=1.90 (F = 0.06)

Testfor subaroup differences: Chi*= 004, df=1 (P=0.84), F= 0%
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