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Modeled Soil Se
1980-1999
m <0.1 mg/kg
@ 0.1-0.2 mg/kg
O 0.2-0.3 mg/kg
0@ 0.3-0.4 mg/kg
= 0.4-0.5 mg/kg
m >0.5 mg/kg
Avg. =0.32 mg/kg

Glutationa peroxidase Protecao contra stress oxidativo
Tireodoxina redutase Desenvolvimento e proliferacao celular
lodotironinas Metabolismo dos hormonios tireoidianos

Duntas et al. J Clin End Metabol 2010, 95:5180-88.
Jones et al. PNAS 2017, 114 (11) 2848-2853.



Circulacao Tecidos periféricos

\ Citoplasma

[Q Nucleo
T, TR-Efeitos
T, bioldgicos

I

Mutations in SECISBP2 result in abnormal thyroid
hormone metabolism

Alexandra M Dumitrescu!, Xiao-Hui Liao%, Mohamed S Y Abdullah?, Joaquin Lado-Abeal®®,
Fathia Abdul Majed?, Lars C Moeller?, Gerard Boran, Lutz SchomburgG, Roy E Weiss? & Samuel Refetoff27-8 Nat Genet 2005, 37:1247-52.



Aplicacdes clinicas possiveis

e Associacao com doencas da tireoide, mortalidade

Suplementacao em individuos eutireoideos

e Tratamento da autoimunidade da tireoide

* Tireoidite de Hashimoto

* Doenca de Graves

* Tratamento da Oftalmopatia de Graves



Suplementacao em eutireoideos

e 491 individuos, Dinamarca

 Randomizados para placebo ou trés doses de Se: 100, 200, 300
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Winther et al. Eur J Endocrinol 2015; 172:657—-667



Tratamento de tireoidite de Hashimoto

* Selenometionina 200 mcg qd

* Revisdo sistematica com metandlise de 16 ECRs (n = 1.494)

* Populagdes europeias, 1 estudo brasileiro, 1 indiano
* Heterogeneidade, viés de publicacao

Author Year

3 months

de Farias 2015 +

Krysiak study B 2012 ——
Anastasilakis 2012 +
Karanikas 2008 —_——
Turker 2006 —_—
Duntas 2003 —_——
Gartner 2002 ——

Subtotal (l-squared = 45.4%, p = 0.089) <>

6 months

Krysiak study B 2012 ——

Anastasilakis 2012 2
Duntas 2003 —_——

Subtotal (I-squared = 52.4%, p = 0.123) <<__>>

12 months
Balasz 2008 -
Subtotal 0

NOTE: Weights are from random effects analysis

WMD (95% CI) Weight

—447.00 (-973.55, 79.55) 3.03
-271.00 (-361.85, -180.15)27.93
-26.00 (-395.50, 343.50) 5.68
-22.00 (-291.61, 247.61) 9.40
-201.00 (-387.42, —14.58) 15.43
-376.00 (-599.59, -152.41)12.27
-384.00 (-485.63, -282.37)26.26
-270.77 (-366.35, —175.18)100.00

-550.00 (—638.55, —461.45)53.33
~153.00 (-577.72, 271.72) 10.19
~440.00 (—603.26, —276.74)36.48
—469.43 (—616.83, —322.02)100.00

—423.00 (—449.81, -396.19)100.00
—423.00 (-449.81, —396.19)100.00

I I
-1000 =500 0
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T
500
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Wichman et al. Thyroid 2016, 26:1681-1692.



Tratamento de tireoidite de Hashimoto

* Revisdo sistematica com metandlise de 16 ECRs (n = 1.494)
* Selenometionina 200 mcg qd

* Populagdes europeias, 1 estudo brasileiro, 1 indiano

* Heterogeneidade, viés de publicacao

Author Year WMD (95% CI) Weight
3 months
Pilli 2015 —— -335.25 (-686.49, 15.99) 10.54
Eskes 2014 + —83.00 (-1022.76, 856.76) 1.47
Krysiak study A 2012 —— -540.00 (-661.57, -418.43) 87.99
Subtotal (l-squared = 0.0%, p = 0.372) <> -511.69 (-625.72, -397.65) 100.00
6 months
Pilli 2015 —_— -263.50 (-599.57, 72.57) 27.02
Eskes 2014 + -261.00 (-1365.19, 843.19) 14.30
Krysiak study A 2012 — -832.00 (-965.40, -698.60) 29.26
Nacamulli 2010 — 22.00 (-83.31, 127.31) 29.43
Subtotal (I-squared = 96.9%, p = 0.000) <::::=-— -345.45 (-925.09, 234.19)  100.00
12 months
Pilli 2015 —_—— -278.75 (-702.57, 145.07)  15.37
Nacamulli 2010 — -26.00 (-124.33, 72.33) 84.63
Subtotal (I-squared = 22.9%, p = 0.255) Q -64.85 (-243.52, 113.82) 100.00
NOTE: Weights are from random effects analysis

I | 1 !

-1000 -500 0 500 1000
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Wichman et al. Thyroid 2016, 26:1681-1692.



Winther et al. Trials 2014, 15:115 R
http://www trialsjournal.com/content/15/1/115 T R I A LS

STUDY PROTOCOL Open Access

The chronic autoimmune thyroiditis quality of life
selenium trial (CATALYST): study protocol for a
randomized controlled trial

Kristian Hillert Winther", Torquil Watt?, Jakob Bue Bjgrner®*, Per Cramon?, Ulla Feldt-Rasmussen?, Christian Gluud?,
Jeppe Gram® Mogens Groenvold®’, Laszlo Hegedus', Nils Knudsen®, Ase Krogh Rasmussen?
and Steen Joop Bonnema'

* 472 pacientes com hipotireoidismo em LT4
* Selénio 200 mcg qd vs. placebo
* 12 meses de seguimento

e Desfecho: THYPRO




Tratamento de Doenca de Graves

Resultados conflitantes
Somente 1 ECR, n =30

Metimazol vs. Metimazol + selénio 166 mcg/dia

3 meses de seguimento
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Leo et al. J Endocrinol Invest 2017, 40:281-287.



Watt et al. Trials 2013, 14119 \R
http://www trialsjournal.com/content/14/1/119 T R I A L S

STUDY PROTOCOL Open Access

Selenium supplementation for patients with
Graves’ hyperthyroidism (the GRASS trial): study
protocol for a randomized controlled trial

Torquil Watt"", Per Cramon', Jakob Bue Bjorner™”, Steen Joop Bonnema®, Ulla Feldt-Rasmussen’, Christian Gluud”,
Jeppe Gram®, Jane Lindschou Hansen’, Laszlo HegedUs", Nils Knudsen’, Pernille Bach-Mortensen®, Runa Nolsge®,
Birte Nygaard'®, Flermming Pociot'', Maria Skoog®, Per Winkel® and Ase Krogh Rasmussen'

* 492 pacientes com Doenca de Graves
* Selénio 200 mcg qd vs. placebo
e 24-30 meses de seguimento

 Desfecho: falha ao tratamento




Tratamento da Oftalmopatia de Graves
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Marcocci et al. N Engl ) Med 2011;364:1920-31.






