
Salivary cortisol day curves in assessing glucocorticoid replacement therapy in Addison’s disease	 97

Table 4. Cortisone acetate dosage adjustments

Dosage before 
adjustment GRT

Dosage after 
adjustment GRT

Thrice daily regime at baseline

Dose 1
Mean (±SD)
Median (Range)

14.4 (±4.3)
13.8 (10-20)

17.5 (±5.4)
18.8 (10-22.5)

Dose 2
Mean (±SD)
Median (Range)

10 (±0)
10 (10-10)

9.4 (±2.4)
8.8 (7.5-12.5)

Dose 3
Mean (±SD)
Median (Range)

5.6 (±1.3)
5 (5-7.5)

4.4 (±1.3)
5 (2.5-5)

Twice daily regime at baseline

Dose 1
Mean (±SD)
Median (Range)

15.6 (±6.6)
13.8 (10-25)

15.6 (±5.2)
16.4 (10-20)

Dose 2
Mean (±SD)
Median (Range)

-
-

4.4 (±1.3)
5 (2.5-5)

Dose 3
Mean (±SD)
Median (Range)

8.1 (±3.8)
7.5 (5-12.5)

4.4 (±1.3)
5 (2.5-5)

GRT: glucocorticoid replacement regime.

from 14.4 ± 8.6 to 12.9 ± 7.9 (p=0.131), VAS fatigue 
improved from 44.4 ±26 to 41.8 ± 22.5 (p=0.292) 
and GHQ scores improved from 12.1±5.3 to 11 ± 3.7 
(p=0.349). At the start of the study 70% of patients 
had a thrice daily regimen. After the first SCDC assess-
ment all other patients were given a thrice daily regi-
men. All QoL scores improved in patients already on 
a thrice daily regime at baseline, but only the decrease 
in VAS fatigue score was significant (p=0.026). We 
found no significant changes in QoL in patients who 
switched from a twice to a thrice daily regime. There 
was no significant correlation between general QoL 
and total daily glucocorticoid dosage, type of GRT 
and overreplacement. A large number of patients 
complained of sleep (65%), concentration (80%) 
and mood (65%) disturbances before adjustment of 
GRT. These complaints decreased after adjustment 
of GRT to 45% (p=0.042), 50% (p=0.010) and 40% 
(p=0.021) respectively (Table 5 and 6).

Discussion

Patients with Addison’s disease are treated with 

Table 3. Hydrocortisone dosage adjustments

Dosage before 
adjustment GRT

Dosage after  
adjustment GRT

Thrice daily regime at baseline

Dose 1
Mean (±SD)
Median (Range)

11.8 (±2.4)
10 (10-15)

12.8 (±2.5)
12.5 (7.5-15)

Dose 2
Mean (±SD)
Median (Range)

7.5 (±2.4)
7.5 (5-10)

7.0 (±3.3)
7.5 (2.5-15)

Dose 3
Mean (±SD)
Median (Range)

7.5 (±2.9)
6.3 (5-12.5)

5 (±2)
5 (2.5-7.5)

Twice daily regime at baseline

Dose 1
Mean (±SD)
Median (Range)

12.5 (±3.5)
12.5 (10-15)

10 (±0)
10 (10-10)

Dose 2
Mean (±SD)
Median (Range)

-
-

5 (±0)
5 (5-5)

Dose 3
Mean (±SD)
Median (Range)

7.5 (±3.5)
7.5 (5-10)

3.8 (±1.8)
3.8 (2.5-5)

GRT: glucocorticoid replacement regime.

was 32.8 h.nmol/L. After adjustment of GRT, over-
replacement decreased significantly (Figure 2) to 13.3 
h nmol/L (p=0.005). Overreplacement decreased 
more in patients already on a thrice daily regime at 
baseline (from 36.5 to 14.8 h nmol/L, p=0.017) and 
in patients using hydrocortisone (from 41 to 15.1 h 
nmol/L, p=0.008).

Glucocorticoid dosage

Mean total daily glucocorticoid dosage did not 
decrease significantly (26 ± 6.1 mg before and 25.4 ± 
6.4 mg after adjustment, p= 0.398). After adjustment 
of GRT there was a significant decrease of the evening 
glucocorticoid dosage for participants who were on 
a thrice daily regimen at the start of the study from 
7 ± 2.6 to 4.8 ±1.8 mg (p= 0.005); for patients on a 
twice daily regimen the evening dose also decreased 
from 7.9 ± 3.3 to 4.7 ± 1.1 mg (p= 0.017). Tables 
3 and 4 show the changes in dose at different time 
points after adjustment of GRT.

QoL scores

After adjustment of GRT, the ADD changed 




