


CHALLENGES IN DIAGNOSIS AND TREATMENTS OF THYROID
DYSFUNCTION

Management of Subclinical Thyroid Dysfunction



• Includes a holistic and overall clinical 
assessment and not just reacting to 
numbers.

• The biochemistry is a guide and not a 
binary treatment decision aid.
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MANAGING PATIENTS



TSH REFERENCE RANGE

Jonklaas & Razvi, Lancet D&E 2019



TSH REFERENCE RANGE IS A MOVING TARGET

Razvi et al, J Thyr Res 2019



DEBATE RE UPPER LIMIT OF TSH IS LONG-STANDING

JCEM 2005



AND CONTINUES

……

Cappola JAMA 2019



ASSOCIATIONS OF SUBCLINICAL
THYROID DISEASE

SC Hypothyroidism

• Higher symptom burden and 
impaired QoL

• CV disease and heart failure

• Obesity

• Impaired cognition

• Worse pregnancy and foetal 
outcomes

• Progression to overt disease

SC Hyperthyroidism

• AF

• Osteoporosis

• Dementia

• CV disease

• Progression to overt disease



80-YR OLD MAN WITH MILDLY RAISED SERUM TSH

• 80-year-old gentleman with sustained subclinical hypothyroidism with serum TSH

levels of 6.5 and 6.8 (reference range 0.4–4.5 mIU/L) and FT4 14.0 and 13.5 

(reference range 10–22 pmol/L) on 2 separate occasions and who was experiencing

tiredness.

• The question is whether he should be treated with LT4 to improve his symptoms?



RESPONSE FROM ENDOCRINOLOGISTS ACROSS VARIOUS PARTS 
OF THE WORLD

Razvi et al, Eur Thyroid Journal (in press)



ETA GUIDELINES FOR SCH



ATA/AACE SCH GUIDELINES 2012 GARBER

Garber et al, Thyroid 2012



LT4 PRESCRIBING IN USA AND UK

Rodriguez-Guitterezz et al, Lancet Diabetes Endocrinol 2016



RCT IN 80 YR OLD SCH

Mooijaart et al, JAMA 2019



META-ANALYSIS OF RCTS FOR QOL

Feller M et al, JAMA 2018



RCT IN HIGH CARDIAC RISK WITH SCH

Jabbar et al, JAMA 2020



NATURAL COURSE OF TSH LEVELS

Stott D et al, TRUST trial. NEJM 2016 Jabbar A et al, ThyrAMI trial, JAMA 2020 Parle J, et al. BETS trial, JCEM 2010



RECENT CLINICAL PRACTICE GUIDELINE

Bekkering G et al, BMJ 2019



SIMILARLY…

…..
• Obesity (TSH levels normalise after weight loss in 75-80% of mild SCH)

• Iodine intake (proportion of SCH increases with iodine intake)

• Sample timing (diurnal variation of TSH and



IMPACT OF SAMPLE TIMING ON DIAGNOSING SUBCLINICAL 

THYROID DYSFUNCTION

Razvi S et al, JCEM 2019



HYPERTHYROIDISM AND ALL-CAUSE MORTALITY IN
85+ INDIVIDUALS

Du Puy et al, Thyroid 2020



META-ANALYSIS OF OBSERVATIONAL STUDIES IN SHYPER

Collet et al, Arch Intern Med 2012



ATA GUIDELINES FOR MANAGEMENT OF SCHYPER

TSH persistently <0.1 mU/L, treatment is recommended in:

• >65 yrs

• Cardiac risk factors

• Heart disease

• Osteoporosis

• Post menopausal women not on oestrogens or bisphosphonates

• With symptoms

In younger patients (< 65 yrs), treatment should be considered if TSH is 
persistently < 0.1 mU/L

Ross et al, Thyroid 2016



SCHYPER GUIDELINES 2015



WHO SHOULD BE
TREATED?

Subclinical Hypothyroidism

• Younger people

• TSH >10 mU/L

• Pregnancy TSH> UL + TPOAb or 
TSH >10 mU/L

Subclinical Hyperthyroidism

• Undetectable TSH with 
additional risk factors for AF or 
osteoporosis



SUMMARY

• The associations between SCTD and various outcomes are not being 
confirmed as causal in most instances.

• A number of individual circumstances need to be considered (age, 
comorbidities, symptoms, iodine intake, time of sampling, etc.) and 
not just elevated TSH when managing these patients.

• High quality evidence is required to evaluate long-term outcomes to 
ensure safe and effective therapies are prescribed.


