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Fakta

= Hypotyreos betyder brist pd skdldkdrtelhormon
= Drabbar ca 5% av populationen

» 99% av dem har primdr hypotyreos

= Den primadra orsaken globalt ar jod brist

= | [onder utan jod brist ar den vanligaste orsaken
Hashimoto tyreoidit

= Diagnos med hjdlp av lab (TSH/T4)
= Symptom: MAanga och ospecifika
= Behandling: Levotyroxin (T4), 1,6 mikrogr/kg/dag
= Behandlingsmdl: Normal TSH och symptomfrihet



Hypotyreos typ 2




Hypotyreos typ 2

= Perifer resistens mot skdldkodrtelnormon pd cellniva
= Mark Starr — MD, smartlakare och homeopat
= Mitokondriell storning

» | iknelser med diabetes typ 1 och 2 dar typ 1 ar brist och
typ 2 resistens

= Man kan inte se det pd proverna
= Det kan komma succesivt eller spontant
= Behandlingen ar tyreoidea hormon substitution




Mina fragor

= Vad finns deft for evidense -- Ingen!
= Hur mycket levotyroxin ska man gee
» Hur ska man mata effekten?

= Kan det bli total resistens och vad gér man dae

» Finns eller kan det bli resistens mot andra hormoner
ocksa?




Historik

= 1890s: forsta gangen man anvdnde tyreoideahormon fér
behandling av hypotyreos

= 1914: Tyroxin extraheras fran djurskoldkortel
= 1950s: syntetisk tyroxin utvecklas

» 1970s: TSH analysmetoden kommer, Levotyroxin (LT4) blir standard
behandling for hypotyreos




Fysiologl

» Tyreoidea kdrteln producerar huvudsakligen T4
= Enbart 20% av det totala T3 kommer direkt fran tyreoidea

= 80% av T3 kommer frdn omvandling av T4 till T3 med hjdlp av enzymer
(deiodinase typ Il och typ |)

= T3 dr den aktiva hormonen som binder fill receptorerna i mdlorganen
= Storsta delen av bdde T4 och T3 ér bunden fill proteiner (t ex TBG)

= Det fysiologiska T4:13 ratio hos manniskan ar 14:1




Kombinationabehandling




= 2012 rapporterades att ca 5-10% av levotyroxin behandlade
patienter med normal TSH har fortsatta hypotyreoida symptom.

Detta baserades pd 3 stora populationsstudier frdn Storbritannien,
Nederlnderna och Norge.

= 2017 "An online survey of hypothyriod patients demonstrates
prominent dissatisfaction” SJ Peterson et al 2018.

Dar pratar man om att 15% av patienter har fortsatta symptom

= Varfor ar det sa?




Varfér ar det sa?

= Ospecifika orsaker associerade fill sjukdomens kroniska nature
= Andra autoimmuna sjukdomare

= Tyreoidea immunitetisig?

= |nadekvat LT4-dose

= |nadekvat modalitet tor LT4-behandling?




Vad visar forskningene

= 2005, systematiskt Overskikt av ? kontrollerade studier (n=1056). Ingen
reproducerbar fordel i humoret/stamningslaget, QoL eller psykometrisk
performance kunde ses i kombinationsbehandling (T4+T3) jdmfort med
monoterapi(T4)

= 2006, meta-analys av 11 RCT (n=12] 62I<unde inte hitta ndgon skillnad i véark,
depression, angest, trotthet, kognitiv funktion eller QoL os patienter behandlade
med kombinations behandling jmf med monoterapi

= 2007, meta-analys av ? kontrollerade studier (n=1141) fann ingen signifikant
skillnad i humoret/stdmningsldget mellan kombinationstbehandling och
monoterapi

= 2009, meta-analys av 10 randomiserade dubbeblindade studier (n=1153) fann
enbart mycket sporadisk forbattring associerad med LT4/LT3 jmf LT4 beh |
stdmningslage, kognitiv funktion, Qol

» 2017, systematisk dversikt av 17 kontrollerade studier finner att det finns inte
tillrackligt med evidens for atft stédja LT4/LT3 behandling for patienter med
hypotyreos.




Vad visar forskningene

Fler patienter foredrar kombinationsbehandling
Man har sett 6kad vikinedgdng i grupperna med kombinationsbehandling

Man har sett okning i forskrivning av psykofarmaka i grupper med
kombinationsbehandling

Ingen skillnad i biverkningar



Vad sager experterna om LT4/LT3
kombination?

American Association of Clinical Endocrinologists/ American Thyroid Association
clinical practice guidlines 2012

The evidence does not support using LT4/LT3 combination therapy

European Thyroid Association guidelines 2012
LT4/LT3 therapy might be considered as an experimental approach when
* patients compliant with LT4 have normal TSH but have persistent
complains
* patients have already received support to deal with the chronic nature
of hypothyroidism
* associated autoimmune diseases have been ruled out




Vad sager experterna om LT4/LT3
kombinatione

American Thyroid Association guidelines 2014
No concistent strong evidence supports the supperiority of LT4/LT3 over LT4;
The routine use of LT4/LT3 is not recommended

Italian Society of Endocrinology and the Italian Thyroid Association 2016
Although some LT4/LT3 combinations are available in taly, they do not

provide a correct physiologic combination.

These are not recommended.

Seperate preparations of LT4 and LT3 should be used when combined
treatment is indicated.

Routine use is not recommended in adult hypothyroid patients with
persistent symptoms , owing to insufficient evidence.




Vad sager experterna om LT4/LT3
kombinatione

I218Ii2n Association of Clinical Endocrinologists guide for clinical practice
1

LT4/LT3 is generally not recommended owing to lack of evidence.
A trial may be concidered when TSH values are normal but symptoms
remain and coexistent non- thyroid problems are ruled out.

British Thyroid Association statement 2016
Evidence to support the supperiority of LT4/LT3 over LT4 is lacking; LT4
should be used routinely.
A trial could be concidered in patients compliant with LT4 who have
confinued symptoms despite TSH values in the reference range if they
have received adequate chronic disease support and other
autoimmune diseases have been ruled out.




Vad sager experterna om ftyreoidead
extrakte

= American Association of Clinical Endocrinologists/ American Thyroid
Association clinical practice guidlines 2012

No evidence supports that desiccated thyroid hormon is better than LT4
monotherapy, and it should not be used

= European Thyroid Association guidelines 2012

Thyroid extracts should not be used; they may have high T3 levels that could
be harmful

= American Thyroid Association guidelines 2014

Not recommended owing fi lack of data suggesting it is superior to LT4; safety
concerns



Vad sager experterna om ftyreoidead
extracte

= |talian Society of Endocrinology and the Iltalian Thyroid Association 2016

The routine use of thyroid extracts is not recommended because it may result
in high serum T3 levels causing symptoms of thyrotoxicosis.

= |talian Association of Clinical Endocrinologists guide for clinical practice
2016

Insufficient safety information exists to support the use ofextracts to treat
hypothyroidism

= British thyroid association statement 2016

Routine use is not recommended



Vad innebdr detta | praktikene

= Kombinationsbehandling ska inte sattas in i primdrvarden.
= Remiss till medicin- eller endokrinmottagning
= Det finns SBU-rapport frdn 12 februari 2018

= Thyreoidea extrakt ska inte skrivas ut

= Om kombinationsbehandling initieras:
* patienten ska ha normal TSH
*T4:13 ratio ska vara ca 14:1 (i praktiken blir det allt mellan 15-20:1)

* behandlingen ska utvdrderas efter 4 — 6 ménader




Tack!




