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Aproximacion terapeutica
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FIGURE3  Conversion of red marmow to yellow marmow during aging. (A) During postaatal
growth, the bone marrow stroma supports hematopoess (HP). o addition, stroma supports
osteoblastogenesis and ostecclastogenesis during bone turnover. which is essential for main
taining normal skeletal functions. (B) With aging, the stroma <hifis its phenotvpe to one
primarily of adipocyvtes, thereby causing o defect in ostenbdastogenesis and possibly asteoclasto-
genesis



L ;l’hRJNC S

THE vnun LEMGAN
WWW.LORDOFTHE RXNG NL







Lipoapoptotic Pathway

Thiazolidinediones
AICAR

T Unoxidized Palmitoyl-CoA + Serine

Serine-palmitoyl

? SCD transferase ? Omega
-O—cycloserine Oxidation
Dihydrosphingosine
? Membrane l HO—Fumonisin B, ? Lipid
Disruption Dihydroceramide Peroxidation
(Detergent)
¢
NFxB

. I o Aminoguanidine
* INOS Nicotinamide
v 4ro

4 Apoptosis

Unger RH, Endocrinology, 2003



Zona de guerra

Ineert
—| Pre-adipoeytas |_ 1 |—
SES CED Shsgoesy Sas, Oy ".;cvc:;lr:':f‘)c'.;

Osleoblasls
il el el el e

e D e e e L g Ly

Duque et al, Submitted data



24 h

48 h

72 h




[1 OB/AD
B AD/OB

K — — N\
X —] - (2
Y
s 1
(=]
<
D
E
x — & F
o
o o o o o
LD QA (9)) (o} (4p]

[0JJUOD JO 9, ISEIIoU|
‘asuaosauiwn|olq dl1V



Progression of phanotypic expression with bone formation
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Adipocytic proportion of bone marrow is inversely
related to bone formation in osteoporosis

S Verma, J H Rajaratnam, J Denton, J A Hoyland, R J Byers

J Clin Pathol 2002;55:693-698
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Age/sex cohort [identified in legend)

Figure 4 Adipocytic/haemopoietic (A/H) ratios for patients in each of the age/sex cohorts, with mean of each cohort [thick horizontal bar),
regression line ?or means of cohorts [y = 42.56 + 0.05x) (dotted line), and mean of all cases Ethin horizontal bar), demonstrating the lack o
age bias of cohort means compared with the overall mean for all cases. Age/sex cohorts: 1, females 1-10 years; 2, men 21-30 years; 3,
women 21-30 years; 4 men 31-40 years; 5, women 31-40 years; 6, men 41-50 years; 7, women 41-50 years; 8, men 51-60 years; 9,
women 51-60 years; 10, men 61-70 years; 11, women 61-70 years; 12, men 71-80 years; 13, women 71-80 years.



Bone Is a Target for the Antidiabetic Compound Rosiglitazone
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Use of statins and fracture-Cumulative meta-analysis
Bauer DC et al. Arch. Int. Med, 2004
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DePaula-Rodriguez et al, Annales de Genetique, 2003
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mechanisms of ageng
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Age-related changes in lamin A/C expression in the osteparticular system:
Laminopathies as a potential new aging mechanism
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Hormona vs. vitamina

w Vitamin

“One of a group of
substances present
in minute amounts in
natural foodstuffs,
that are essential to
normal metabolism,
insufficient amounts
in the diet may cause
deficiency diseases.”

w. Hormone

“A chemical
substance, formed in
one organ or part of
the body and carried
in the blood to
another organ or part;
depending on their
specificity, hormones
can alter the function
or the structure of just
one organ or a group
of them”

Vieth R, Ster. Bioc & Mol Biol, 2004
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Hormona vs. vitamina

% \Vitamina: Vitamina D2 y D3

% Hormona: 1,25(0OH),D,
Deltanoids



Vitamin D Status in Primates and
Early Humans
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Vitamina D y envejecimiento

Bishoff-Ferrari H, et al. JBMR, 2004



Efecto de la vitamina D en el
sistema muscular

Endo | et al, Endocrinology,2003



Efecto de la vitamina D en el
sistema neuromuscular

1.5

| o0 ;
: EE P<0.05

53

95 4o ;

[} " ‘
'g‘: : '
ol e 8 =TT
> e LS B
aeg E' :. ’

0.0
(D) Control ~ Bith ~ Weaning

Feron F et al, Brain Res. Bull, 2004



Efecto de la vitamina D en el
sistema neuromuscular
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Conclusion

% Unica intervencion efectiva:
w Ejercicio
% No hay una aproximacion
fisiopatologica
% Suplencia hormonal:
w [estosterona
w Estrogenos
w Vitamina D: mas apropiada
. Prevencion de eventos clinicos
. Control de co-morbilidad







