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Ipotiroidismo Subclinico:
Quasi una epidemia nell’anziano

Prevalenza riportata nella popolazione adulta-anziana: 4.0-20.0%
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Subclinical thyroid disease
Scientific review and guidelines for diagnosis and management

|
Table 1. Quality of Evidence on the Strength of Association and Risks/Benefits of Treatment
of Subclinical Hypothyroidism

Strength of Association Benefits of Treatment

| | I |
Serum TSH Serum TSH Serum TSH Serum TSH

Clinical Condition 45-10mlU/L =10mlU/L  45-10mlU/L =10 mIU/L
Progression to overt Good Good ¥ ¥
hypothyroidism
Adverse cardiac end points Insufficient Insufficient No evidence No evidence
Elevations in serum total Insufficient Fair Insufficient Insufficient
and LDL cholesterol
Cardiac dysfunction T Insufficient Insufficient Insufficient
Systemic hypothyroid symptoms None Insufficient Insufficient Insufficient
Neuropsychiatric symptoms None Insufficient Insufficient Insufficient

Abbreviations: LDL, low-density lipoprotein; TSH, thyroid-stimulating hormone.

*Thyroid hormone therapy normalizes serum TSH at any TSH concentration. Overt hypothyroidism occurs earlier in
untreated patients with serum TSH =10 mlU/L than in those with serum TSH between 4.5 and 10 miU/L.

tData did not distinguish betaeen serum TSH concentrations between 4.5 and 10 mlU/L and =10 mlU/L.

Surks MI, JAMA 291: 228-238



Modificazioni del metabolismo lipidico dopo terapia
sostitutiva con levotiroxina: LDL-Colesterolo
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Is Subclinical Hypothyroidism a Cardiovascular Risk
Factor in the Elderly?

Giuseppe Pasqualetti, Sara Tognini, Antonio Polini, Nadia Caraccio &
Fabio Monzani
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J Clin Endocrin Metab. First published ahead of print April 4, 2013 as doi:10.1210/jc.2012-3818



Is Subclinical Hypothyroidism a Cardiovascular Risk
Factor in the Elderly?

Giuseppe Pasqualetti, Sara Tognini, Antonio Polini, Nadia Caraccio &
Fabio Monzani
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Subclinical Hypothyroidism
To treat or treat not?

e Patients whose serum TSH exceed 10 mIU/L are at increased
risk for heart failure and cardiovascular mortality, and should

be considered for treatment with LT4

* Treatment for patients with TSH between the upper limit
and 10 mIU/L should be considered particularly in case of:

— symptoms suggestive of hypothyroidism

— positive TPOAb
— atherosclerotic cardiovascular disease

— heart failure or associated risk factors.
Grade B, BEL

AACE & ATA CLINICAL PRACTICE GUIDELINES FOR
HYPOTHYROIDISM IN ADULTS, END PRACT 2012
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2647 Adults were screened
for eligibility

J
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1310 Were excluded
1666 Did not meet
inclusion criteria
1645 Had reversion of thyrotro-
pin level to <4.60 miU/liter
21 Had other reason
244 Did not proceed
to randomization

737 Underwent randomization

J

'

369 Were assigned to receive
placebo

368 Were assigned to receive
levothyroxine

J

l

337 Were included in 12-mo follow-up
30 Received 25 ug
237 Received 50 ug
33 Received 75 ug
8 Received 100 ug
29 Discontinued placebo
320 Had primary-outcome data

l

332 Were included in 12-mo follow-up

27 Received 25 pg
226 Received 50 ug
26 Received 75 g
14 Received 100 ug
39 Discontinued levothyroxine

318 Had primary-outcome data

l

187 Were included in extended follow-up
8 Received 25 ug
111 Received 50 ug
29 Received 75 pg
10 Received 100 ug
1 Received 125 ug
28 Discontinued placebo

194 Were included in extended follow-up

12 Received 25 ug
108 Received 50ug
32 Received 75 ug
9 Received 100 ug
2 Received 125 g
31 Discontinued levothyroxine
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* Popolazione anziana con

ipotiroidismo subclinico
(eta media: 65 anni)

* TSH (media): 6.4 mIU/L

e Studio prospettico randomizzato
e Disegno accurato del trial

* Ampio campione di pazienti (737)
e Questionari validati

* Follow-up di 12 mesi

* Rivista di elevato prestigio



Table 1. Characteristics of the Participants at Baseline.*

Characteristic
Age —yr
Mean
Range
Female sex — no. (%)
White race — no. (%) T
Standard housing — no. (%)%

Placebo Group
(N=369)

74.8:6.8
65.1-93.4
198 (53.7)
362 (98.1)
356 (96.5)

Previous medical conditions and clinical descriptors — no./total no. (%)

Ischemic heart diseasef
Atrial fibrillation
Hypertension
Diabetes mellitus
Osteoporosis
Current smoking
Median no. of concomitant medicines (IQR)

Median Mini-Mental State Examination score (IQR)Y

Weight <50 kg — no. (%)
Laboratory results
Thyrotropin — miU/liter
Median (IQR)
Range
Free thyroxine — pmol/liter|
Outcome measures**
Hypothyroid Symptoms score
Tiredness score
EQ-5D descriptive index
EQ visual-analogue scale score
Hand-grip strength— kg
Letter—digit coding test score
Blood pressure — mm Hg
Systolic
Diastolic
Body-mass index

50/369 (13.6)
44/368 (12.0)
183/366 (50.0)
54/368 (14.7)
47/367 (12.8)
33/369 (3.9)
4 (2-6)

29 (28-30)

5 (1.4)

6.38£2.01
5.76 (5.10-6.94)

4.60-17.60

133£19

16.9+£17.9
25.5+20.3
0.847+£0.171
76.5+£16.3
27.5£11.3
25.2+8.3

140.4+18.9
74.8+11.7
27.7+4.6

Levothyroxine Group
(N=368)

74.05.8
65.2-93.0
198 (53.3)
362 (98.4)
358 (97.3)

50/368 (13.6)
45/364 (12.4)
192/368 (52.2)
63/368 (17.1)
41/364 (11.3)
29/368 (7.9)
4 (2-6)

29 (27-30)

5 (1.4)

6.41+2.01
5.73 (5.12-6.83)

4.60-17.60

13.4:2.1

17.5+£18.8
25.9+20.6
0.846+0.187
78.4+15.3
28.0+10.2
24947 .4

141.2+18.7
74.1+11.6
28.1+5.3
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Figure 2. Thyrotropin Levels in the Placebo Group
and Levothyroxine Group.
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Dopo 6 settimane, differenza
statisticamente significativa
dei valori del TSH nel gruppo
in trattamento attivo vs:

e gruppo di controllo

* livelli basali.



Variabili cliniche ed eventi avversi

All Patients Placebo Group Levothyroxine Group Hazard Ratio
Variable (N=737) (N=369) (N=368) (95% ClI)
Clinical outcome
Fatal or nonfatal cardiovascular event — no. (%) 38 (5.2) 20 (5.4) 18 (4.9) 0.89 (0.47-1.69)
Cardiovascular death — no. (%) 3 (0.4) 1(0.3) 2 (0.5) —
Death from any cause — no. (%) 15 (2.0) 5(1.4) 10 (2.7) 1.91 (0.65-5.60)
Serious adverse event
No. of patients with =1 serious adverse event 181 (24.6) 103 (27.9) 78 (21.2) 0.94 (0.88-1.00)F
No. of events 343 201 142 —
Adverse event of special interest
New-onset atrial fibrillation — no. (%) 24 (3.3) 13 (3.5) 11 (3.0) 0.80 (0.35-1.80)
Heart failure — no. (%) 9 (1.2) 6 (1.6) 3(0.8) -
Fracture — no. (%) 17 (2.3) 8 (2.2) 9 (2.4) 1.06 (0.41-2.76)
New diagnosis of osteoporosis — no. (%) 7 (0.9) 4(1.1) 3 (0.8) -
Withdrawal
Permanent discontinuation of trial regimen 160 (21.7) 79 (21.4) 81 (22.0) 1.06 (0.78-1.44)

— no. (%)

Withdrawal from follow-up — no. (%) 41 (5.6) 22 (6.0) 19 (5.2) 0.84 (0.46-1.56)

N ENGL) MED 376;26 NEJM.ORG JUNE 29, 2017




Clinical Outcomes
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* No significant change in the two groups for:
- hypothyroid symptom score
- tiredness score
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In conclusion, this trial indicated that treat-
ment with levothyroxine in older persons with
subclinical hypothyroidism provided no symp-
tomatic benefits.




La terapia dell’ipotiroidismo
subclinico nell’anziano e inutile
(se non dannosa)?

La parola alle parti



