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Every clinical encounter will be an opportunity to advance medicine and healthcare

To test the feasibility of the electronic health record-nested pragmatic
trial, we conducted an unblinded, single-center, EHR-nested, parallel-group, superiority randomized
controlled trial comparing EHR-nested reminders with usual care in adult patients receiving lithium
maintenance therapy for mood disorders. 111 patients were enrolled, of whom 56 patients were
assigned to the reminder group, and 55 patients were assigned to the usual care group.. At the
follow-up, 38 (69.1%) patients in the reminder group and 33 (60.0%) patients in the usual care group

achieved the primary outcome (odds ratio 2.14, 95% Cl 0.82-5.58, P=.12). The median number of serum
lithium monitoring was 2 in the reminder group and 0 in the usual care group (rate ratio 3.62; 95%
Cl 2.47-5.29, P<.001).
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| 167 patients were assessed for eligibility

56 were excluded
45 did not meet eligibility criteria
10 declined to participate
1 was excluded for administrative
reason
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) 111 were randomized ‘
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| 56 were assigned to reminders group

| | 55 were assigned to usual care group

1 withdrew

|

54 (98%) completed follow-up 46 (84%) completed follow-up
1 died 2 died
7 were lost to follow-up
55 were included in ITT analysis I | 55 were included in ITT analysis




Table 1. Baseline characteristics of patients.

Reminders group (N=55)

Usual care group (N=55)

Age (years). mean (SD)

Male sex. n (%)

Diagnosis, n (%)

Bipolar I disorder

Bipolar II disorder

Recurrent major depression
Baseline lithium level (mEq/L)

Baseline lithium level category, n (%)
Normal (0.4-1.0 mEq/L)

Low (<0.4 mEq/L)
High (>1.0 mEq/L)

Baseline lithium level (nEq/L), mean (SD)
Overall
Normal (0.4-1.0 mEq/L)

Low (<0.4 mEq/L)
High (>1.0 mEq/L)

Laboratory data, mean (SD)
Aspartate aminotransferase (mg/dL)
Alanine aminotransferase (mg/dL)
Serum creatinine level (mg/dL)
eGFR? (mL/min/1.73 m)

Concomitant drugs, n (%)
Antipsychotics
Antidepressants

Mood stabilizers

58.2(14.9)

24 (43.6)

23 (41.8)
20 (36.4)
12 (21.8)
0.62 (0.26)

39 (70.9)
11 (20.0)
5(9.1)

0.62 (0.26)
0.65 (0.14)
0.26 (0.1)

1.11(0.1)

71.2 (16.3)

30 (54.6)
15 (27.3)

25(45.5)

55.7 (15.3)

23 (41.8)

25 (45.5)
16 (29.1)
14 (25.5)

0.60 (0.23)

42 (76.4)
11 (20.0)
2(3.6)

0.6 (0.23)
0.66 (0.15)
0.27 (0.14)

1.06 (0.03)

25(21.2)
0.79 (0.19)
71.2 (16.7)

33 (60.0)
15(27.3)

26 (47.3)

eGFR: estimated glomerular filtration rate.

60.0 (

P<0.001)

95%Cl: 0.42

Table 2. Primary and secondary outcomes.
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Reminders group Usual care group Effectsize (95% CI) P value
(24=55) (4=55)
Primary outcome®
Achievement of therapeutic serum lithium level. n (%) 38 (69.1) 33 (60.0) 2.14 (0.82 to 5.58) 12
Secondary outcomes
Number of serum lithium monitoring. median (IQR)h 2(2-3) 0(0-1) 3.62 (24710 5.29) <001
Exacerbation of mood disorders, n (%)* 17(3L.5) 16 (34.8) 0.97 (04210 2.28) .95
Proportion of days covered. median (IQR)® 1.0 (0.99-1) 1.0 (0.99-1) 0.016 (0.046 to 28
0.014)
¢GFRY level. mean (SD)° 71.6 (20) 69.8 (16.4) 1.30 (5.36t08.96) .62
Thyrotropin level, mean (SD)° 2.61 (2.66) 2.46 (1.62) 0.167(0.71t0 1.05) .71
Serum lithium level, mean (SD)° 0.57 (0.25) 0.56 (0.23) 0.026 ( 0.058 to 55

The effect sizes of the primary outcome and exacerbation of mood disorders are expressed as odds ratios with 95% CIs.
DThe effect size of the number of serum lithium monitoring is expressed as a rate ratio with 95% CL

“The effect sizes of the proportion of days covered. eGFR level, and thyrotropin level are expressed as B-coefficients with 95% Cls.

d

eGFR: estimated glomerular filtration rate.
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