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Long-Term Efficacy, Safety, and Tolerability of 
l-Methylfolate Calcium 15 mg as Adjunctive Therapy
With Selective Serotonin Reuptake Inhibitors:
A 12-Month, Open-Label Study Following a 
Placebo-Controlled Acute Study
John M. Zajecka, MDa,*; Maurizio Fava, MDb; Richard C. Shelton, MDc;  
Lori W. Barrentine, MS, PA-Cd; Page Young, BSd; and George I. Papakostas, MDb

ABSTRACT
Objective: To evaluate remission and recovery, safety, and 
tolerability for up to 12 months of open-label adjunctive 
l-methylfolate calcium 15 mg.

Method: Subjects in this analysis were adult outpatients (18–65 
years) enrolled from 2 acute, double-blind, placebo-controlled 
trials comparing adjunctive l-methylfolate and placebo for DSM-
IV major depressive disorder (MDD) with an inadequate response 
to monotherapy selective serotonin reuptake inhibitor (SSRI). 
Subjects who completed the acute trial were offered to enroll in 
a 12-month, open-label treatment phase with l-methylfolate and 
continued SSRI treatment, with scheduled visits for efficacy, safety, 
and tolerability every 12 weeks. Subjects were enrolled between 
September 2006 and February 2010. Efficacy outcomes included 
predefined criteria for response, remission, recovery, relapse, and 
recurrence. Subjects treated with adjunctive l-methylfolate 15 mg 
were included in the efficacy analysis.

Results: Of 68 subjects who met criteria for the 12-month 
open-label phase, 38% (n = 26) achieved full recovery, and none 
experienced a recurrence of MDD. For subjects entering the 
open-label phase in remission (n = 11), 91% (n = 10) achieved full 
recovery with l-methylfolate 15 mg, and none experienced a 
relapse or recurrence. Among 57 subjects who entered the open-
label phase as nonremitted, 61% (n = 35) achieved remission. 
Of subjects who entered the open-label phase with a response 
without remission (n = 4), 50% (n = 2) had full recovery, and of 
subjects entering the open-label phase with no response (n = 53), 
26% (n = 14) met recovery criteria.

Conclusions: Adjunctive l-methylfolate 15 mg/d may be 
an early option in patients who fail to adequately respond 
to antidepressant monotherapy, with preliminary evidence 
demonstrating sustained remission and sustained recovery.
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The goal of treating major depressive disorder (MDD)
is to achieve remission and recovery.1 Failure to 

achieve and sustain remission can be associated with 
high risk of relapse or recurrence, continued psychosocial 
impairments, an increase in the use of medical services, 
potential worsening of comorbid medical illness, ongoing 
risk of suicide, and greater difficulty in achieving remission 
over time.2,3,4 In the Sequenced Treatment Alternatives to 
Relieve Depression (STAR*D) trial,5 among those who 
remitted with selective serotonin reuptake inhibitor (SSRI) 
monotherapy, 40.1% had a relapse or recurrence over the 
subsequent 12 months. Additionally, 40.1% of patients who 
remitted during monotherapy with an SSRI relapsed over 
the subsequent 12 months, with relapse rates up to 71.7% 
by the fourth intervention.6,7 Use of adjunctive treatment 
is an acceptable and potentially effective strategy in the 
acute management of MDD for an inadequate response to 
monotherapy.8,9,10

Although antidepressants are effective for relapse 
prevention, relapse rates vary between 25%–71.7%.7,11,12,13,14 
Common causes for relapse and recurrence in long-term 
MDD treatment include side effects and lack of adherence 
to treatment.15 One study16 reported the rate of persistence 
to treatment with an SSRI decreased from 95% at 1 month 
to 20% at 6 months. The importance of selecting appropriate 
and tolerable treatment strategies including adjunctive 
therapy early in the course of treatment may help to increase 
the likelihood of acute remission and long-term recovery.

Folic acid and its biologically active form, l-methylfolate, 
have been widely studied for the treatment of major 
depression.17 However, conversion of folic acid is highly 
variable due to genetic polymorphism, and only the 
active form, l-methylfolate, crosses the blood-brain 
barrier.17 l-Methylfolate calcium (Deplin: Nestlé Health 
Science-Pamlab, Inc; Covington, Louisiana) is indicated 
for adjunctive management of MDD. The efficacy and 
tolerability of l-methylfolate 15 mg was demonstrated in 
2 randomized, placebo-controlled trials.18,19 Preliminary 
data on long-term l-methylfolate use was reported in a 
2-year, retrospective study20 comparing antidepressant
monotherapy to l-methylfolate combined with an
antidepressant in 242 subjects with MDD. Significantly
(P = .03) more rapid improvement was demonstrated with

https://clinicaltrials.gov/ct2/show/NCT00321152?term=NCT00321152&rank=1
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combination therapy. Additionally, the discontinuation rate 
for adverse events was significantly lower with combination 
therapy (17.9%) compared to antidepressant monotherapy 
(34%) (P = .0078).20

The objective of this analysis was to evaluate efficacy 
(remission and recovery, sustained recovery), safety, and 
tolerability for up to 12 months of open-label adjunctive 
l-methylfolate 15 mg following an acute controlled study.

METHODS

Subjects (n = 223) were enrolled from 1 of 2 separate 
multicenter, acute (60-day), double-blind, sequential parallel 
comparison design,21 placebo-controlled trials to evaluate 
the efficacy of l-methylfolate as an adjunctive treatment 
for MDD in subjects with an inadequate response to an 
SSRI (Figure 1).18 The study design was approved by an 
institutional review board, and written informed consent 
was obtained from subjects entering the open-label 
12-month study. Inclusion criteria for the acute studies 
included adult outpatients (18–65 years), current MDD 
(defined by Diagnostic and Statistical Manual of Mental 
Disorders, Fourth Edition), Quick Inventory of Depressive 
Symptomatology-Self-Rated (QIDS-SR)22 score ≥12 at 
screening and baseline, and treatment with an adequate 
dose of an SSRI ≥ 8 weeks (stable dose for the past 4 weeks); 
subjects with > 2 adequate antidepressant trials in the 
current episode were excluded. All subjects who completed 
the double-blind phase were offered open-label treatment 
with adjunctive l-methylfolate 15 mg for 12 months. 
This study was registered at ClinicalTrials.gov (identifier: 
NCT00321152).

The analysis included 165 subjects who completed the 2 
double-blind studies and who entered the open-label active 
treatment phase (n = 116 from study 1, and n = 49 from 
study 2) (Supplementary eFigure 1 at PSYCHIATRIST.COM). 
Study 1 allowed flexible dosing (7.5 or 15 mg of adjunctive 
l-methylfolate); all subjects from study 2 received 15 mg/day 
throughout the study. The safety and tolerability analyses 
included subjects taking both doses during the 12-month 
open-label phase. Data from the double-blind study showed 
that 7.5 mg of l-methylfolate was not superior to placebo. 
Therefore, the efficacy analyses for the long-term study 
included only subjects who received 15-mg l-methylfolate 
for most of the open-label phase, including all subjects 
from study 2 and subjects from study 1 who received 

15-mg l-methylfolate throughout most of the 12 months. 
The remaining 68 subjects were included in the long-term 
efficacy analyses. All subjects remained on a therapeutic 
dose of their SSRI throughout the 12-month open-label 
phase.

Outcome criteria during the long-term phase included 
response (≥ 50% improvement on the 17-item Hamilton 
Depression Rating Scale [HDRS-17]23 total score from the 
start of the double-blind study), remission (total HDRS-
17 score ≤ 7); recovery (≥ 6 months of remission from the 
start of the open-label phase), relapse (HDRS-17 score > 15 
within 6 months of achieving remission), and recurrence 
(HDRS score > 15 after 6 months of remission at the time of 
recovery). Sustained recovery was defined as recovery that 
was sustained through the final study visit among completed 
subjects. The outcome measures were obtained every 3 
months at scheduled visits.

RESULTS

Subjects were enrolled between September 2006 and 
February 2010. Baseline demographics for the subjects who 
entered the 12-month open-label phase are reported in Table 
1, and outcome measures are reported in Table 2. Sixty-
eight subjects entered the 12-month open-label phase, 38% 
(n = 26) achieved full recovery, and none who met recovery 
criteria experienced a recurrence of their MDD.

Subjects Entering 12-Month  
Open-Label Phase in Remission

For subjects entering the open-label phase already 
in remission (n = 11), 91% went on to full recovery with 
15 mg l-methylfolate, and none demonstrated a relapse 
or recurrence. Among the 36 unremitted subjects who 
entered the open-label phase and who remitted, 16 (53.3%) 
met recovery criteria. Further analyses were performed 
to ascertain factors associated with time to remission and 
recovery for the 3 groups (remitted, response without 
remission, and no response at the end of the double-blind 
treatment phase) entering the open-label phase defined by 
the various factors that may have impacted outcome during 
the long-term phase.

Subjects who entered the open-label phase in remission 
were observed for sustained remission and recovery. Ten of 
11 subjects (91%) were taking l-methylfolate 15 mg prior 
to starting the open-label phase, 1 subject was taking 7.5 
mg. Ten subjects were on the same dose of the same SSRI 
throughout the open-label phase, and 1 subject had the 
fluoxetine dose increased from 40 mg to 60 mg. Ten of 11 
subjects (91%) completed the full 12 months of therapy; 1 
subject was lost to follow-up after the 9-month assessment.

The individual outcome of each of the 11 subjects 
entering the 12-month open-label phase in remission is 
shown in Figure 1. The mean ± SD HDRS-17 score at the 
end of the 12-month open-label phase (n = 10) was 4.7 ± 5.4, 
and at the last visit for all subjects (n = 11) was 5.1 ± 5.2. 
Eight of 10 subjects (80%) who completed the 12-month 
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treatment for depression has been demonstrated in 
randomized controlled trials, but prospective studies of 
the long-term effects of l-methylfolate are lacking.

 ■ This study demonstrates the safety, tolerability, and 
high retention rates and potential benefits of adjunctive 
l-methylfolate 15 mg over 12 months for achieving high 
rates of response, remission, and recovery.

https://clinicaltrials.gov/ct2/show/NCT00321152?term=NCT00321152&rank=1
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Table 1. Baseline Demographics of Subjects (n = 68) Entering 12-Month Open-Label Phase of Adjunctive l-Methylfolate 
and SSRI

Status at End  
of Double-Blind  
Acute Phase Sex, %

Age,  
Mean 

(range), y

Baseline HDRS-17  
at Start of Double- 

Blind Phase,  
Mean (range)

Baseline HDRS-17
Start of Open- 
Label Phase,  
Mean (range)

Adjunctive l-Methylfolate
Treatment During  

Double-Blind  
Phase I/Phase II

Subjects Completing
12 Months of  
Open-Label  

Treatment, %
Remission (n = 11) Women, 64

Men, 36
48.3 (27–61) 19.5 (11–26) 4.7 (3–7) Placebo/7.5 mg (n = 1)

7.5 mg /15 mg (n = 6)
91

Response without 
remission (n = 4)

Women, 25
Men, 75

49.5 (34–63) 25.0 (23–27) 11.0 (10–12) Placebo/15 mg (n = 2)
15 mg/15 mg (n = 2)
Placebo/7.5 mg (n = 2)
Placebo/15 mg (n = 2)

75

Nonresponse (n = 53) Women, 68
Men, 32

47.2 (20–66) 21.5 (11–30) 17.5 (9–29) Placebo/Placebo (n = 24)
Placebo/7.5 mg (n = 7)
Placebo/ 15 mg (n = 5)
7.5 mg/15 mg (n = 7)
15 mg/15 mg (n = 10)

64

Abbreviations: HDRS-17 = 17-item Hamilton Depression Rating Scale, SSRI = selective serotonin reuptake inhibitor.

Table 2. Outcome of Subjects in 12-Month Open-Label Phase Adjunctive l-Methylfolate 15 mg (n = 68)
Status at End  
of Double-Blind  
Acute Phase I

HDRS-17 Score  
at End of 12 mo,  

Mean (range)
Achieved Remission % (n)

Achieving Remission  
Anytime During  

Open-Label Phase, % (n)
Recovery,  

% (n)
Sustained  

Recovery, %3 mo 6 mo 9 mo 12 mo
Remission (n = 11) 4.7 (1–14)

(n = 10)
NA NA NA NA NA 91 (10) 100

Response without 
remission (n = 4)

9.3 (3–20)
(n = 4)

25 (1) 50 (2) … … 75 (3) 50 (2) 100

Nonresponse (n = 53) 9.6 (0–23)
(n = 34)

34 (18) 21 (11) 6 (3) 60 (32) 26 (14) 100

Total subjects (n = 68) 61 (35) 38 (26) 100
Abbreviations: HDRS-17=17-item Hamilton Depression Rating Scale, NA=not applicable.

open-label phase had sustained remission at 12 months; and 9 of the 
11 subjects (82%) had sustained remission at the end of therapy (last 
observation carried forward). Six of 11 subjects (54.5%) maintained 
remission status at every visit during the 12-month open-label 
phase. Ten of 11 subjects (91%) met recovery criteria during the 
open-label phase. None of the 11 subjects who entered the open-
label phase in remission experienced a relapse or recurrence during 
the 12 months.

Subjects Entering 12-Month Open-Label  
Phase With Response but Not Remission

Four subjects entered the 12-month open-label 
phase showing a response without full remission at 
the end of the double-blind phase.

The mean HDRS-17 at 12 months for completers 
(n = 3) was 9.3 ± 9.3, and at the last visit for all subjects 
(n = 4) was 13.0 ± 10.6. Sustained response occurred 
at all visits through the end of 12 months in 3 of the 
4 subjects; 1 subject who sustained a response at 3 
months and met remission criteria at 6 months lost 
the response at 9 months and met relapse criteria at 
12 months.

Three subjects (75%) met remission criteria during 
the open-label phase. Remission occurred at 3 months 
in 1 subject (25%) and at 6 months in 2 subjects (50%). 
Two subjects met full recovery criteria.

Subjects Entering 12-Month  
Open-Label Phase With No Response

Fifty-three subjects who failed to show a response 
at the end of the double-blind phase entered the 
12-month open-label phase. All 53 subjects had 
at least 1 follow-up visit after receiving open-
label treatment. Thirty-four nonresponders (64%) 
completed 12 months of open-label therapy, and 47 
subjects (89%) completed at least 6 months of therapy. 
The time of onset for response and remission rates 
during the 12-months of open-label therapy with 
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Figure 1. Individual Outcome of Subjects Starting Open-Label 
Treatment in Remission (n = 11)

Abbreviation: HDRS-17 = 17-item Hamilton Depression Rating Scale.
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15-mg l-methylfolate for the subjects (n = 53) who failed to respond 
during the acute, double-blind phase is shown in Figure 2A.

Thirty-seven subjects (70%) who entered the open-label phase 
as nonresponders achieved a response at some point during the 
12-month open-label phase. Of the 37 subjects who achieved a 
response during the open-label phase, 92% reported a response 
within the first 3–6 months of the 12-month phase. Twenty-four 
subjects (45%) achieved response by 3 months, 10 subjects (19%) 
by 6 months, 1 subject (2%) by 9 months, and 2 subjects (4%) by 
12-months (Figure 2A).

Thirty-two subjects (60%) who failed to show a response at 
the end of the acute therapy phase achieved remission during the 
12-month open-label phase. For the 34 subjects who completed 12 
months of therapy, 17 (50%) were in remission at 12 months. Of 
the 32 subjects who achieved remission during the open-label phase, 
91% reported remission within the first 3–6 months of the 12-month 
phase. Eighteen subjects (34%) achieved remission by 3 months, 
11 subjects (21%) by 6 months, and 3 subjects (6%) by 12 months. 
Among the 37 subjects who achieved a response, 32 subjects (86%) 
demonstrated full remission, suggesting that, for subjects responding 

to 15-mg l-methylfolate, the majority demonstrated 
a complete remission.

Fourteen subjects (26%) who entered the open-
label phase as nonresponders, met recovery criteria 
during the 12-month open-label phase. There 
were no reports of recurrence in the 10 subjects 
who met criteria for recovery at 6 months, and no 
relapse occurred for the 2 subjects who recovered 
at 9 months. One additional subject met remission 
criteria at 3 and 9 months but had an HDRS-17 score 
of 8 at 6 months and a score of 11 at 12 months and, 
therefore, did not meet relapse criteria.

Outcome in Nonresponders From  
Double-Blind Phase Based on Treatment  
Prior to Open-Label Treatment

A subanalysis of response and remission during 
the 12 months of open-label therapy in the subjects 
(n = 53) who failed to respond to l-methylfolate 7.5 
or 15 mg or placebo prior to receiving open-label 
l-methylfolate is shown in Figure 2B. Open-label 
l-methylfolate resulted in response in 16 subjects 
(64%) and remission in 12 (48%) of the placebo 
nonresponders (n = 25), response and remission in 
6 subjects (86%) who were 7.5-mg l-methylfolate 
nonresponders (n = 7), and response in 15 (71%) 
and remission in 14 (67%) of 15-mg l-methylfolate 
nonresponders (n = 21). The majority of subjects in 
all 3 groups responded or remitted within the first 
3–6 months of open-label therapy. Among the 10 
subjects who failed to respond to the initial acute 60 
days of 15 mg, 8 subjects (80%) achieved remission 
within 3–6 months of open-label therapy, and 
nearly half (n = 4) of the subjects achieved recovery, 
suggesting that a subgroup of subjects may require 
longer therapy to achieve and sustain recovery 
beyond the initial 8 weeks of 15-mg l-methylfolate.

Safety, Tolerability, and Retention
Safety, tolerability, and retention of all subjects 

(n = 165) who entered the open-label phase from 
both acute double-blind studies were analyzed. 
One subject withdrew before receiving open-label 
treatment. One hundred fifty (91%) subjects received 
at least 1 dose of 15-mg l-methylfolate. One hundred 
thirteen (69%) of 164 subjects who entered the open-
label phase and completed 12 months of therapy 
were analyzed for safety and tolerability. Reasons for 
discontinuation among 164 subjects who received 
at least 1 dose of adjunctive l-methylfolate included 
lost to follow-up, 16% (n = 27); noncompliance, 4% 
(n = 7); withdrew consent, 4% (n = 6); lack of efficacy, 
4% (n = 6); adverse event, 2% (n = 3); and other/
unspecified, 1% (n = 2).

Among the 164 subjects exposed to l-methylfolate 
during the 12-month phase, 42 subjects reported 
adverse events (Table 3). The incidence of adverse 
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Figure 2. Response and Remission in Subjects Entering Open-Label 
Phase as Nonresponders (n = 53)

A. Time of Onset of Response and Remission 

B. Adjunctive Treatment in the 30 Days of Double-Blind Treatment Prior  
to Open-Label Phase Adjunctive Treatment With l-Methylfolate 15 mg
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events to l-methylfolate was comparable to placebo during 
the acute, double-blind, placebo-controlled phase. One 
subject had a serious adverse event after 2 weeks of open-
label therapy that was not related to study medication. For 
the 68 subjects included in the efficacy analyses, there were 
no serious adverse events, and no subject experienced an 
adverse event that resulted in early termination during the 
12-month open-label phase.

DISCUSSION

Despite the open-label design, several findings were 
noted that may address unmet needs in current strategies for 
long-term treatment of MDD. These results support previous 
findings of the acute efficacy of adjunctive l-methylfolate 15 
mg and provide further support as a long-term, adjunctive 
therapy to achieve and sustain remission (recovery) 
and prevent recurrence of new depressive episodes in a 
population with an inadequate response to monotherapy 
SSRI. The data also indicate that, when used as adjunctive 
therapy with an SSRI, l-methylfolate 15 mg has a safety and 
tolerability profile comparable to placebo during 12-months 
of treatment. None of the 68 subjects who continued in the 
12 month open-label phase discontinued for adverse events.

For the 11 subjects who entered the open-label phase 
in remission, 91% completed 12 months, and 10 of 11 
subjects were taking 15 mg l-methylfolate at the time they 
entered the 12-month open-label phase, supporting 15 mg 
as an effective dose. For subjects who showed a response 
without remission at the end of the double-blind phase, 
75% completed the 12-month open-label phase, and 2 of 4 
subjects who showed a response without remission on 7.5 
mg l-methylfolate remitted with a sustained remission after 
the dose was increased to 15 mg during the 12-month open-
label phase. The majority (64%) of nonresponders from the 
acute double-blind phase completed the 12-month open-
label phase, and the majority converted to a response (70%) 
or full remission (60%) with 15-mg l-methylfolate. Recovery 

occurred in 26%, with no subject experiencing a recurrence 
and 1 subject meeting relapse criteria. This subgroup of 
subjects could represent those who require a period of 
treatment longer than 30 days to achieve a remission.

The majority of subjects who entered the open-label 
phase without remission (nonresponders and responders 
or nonremitters) achieved remission during the open-label 
phase and converted in the first 3 or 6 months of therapy. 
This finding may be expected in subjects who failed the 
double-blind, acute therapy with adjunctive placebo or a 
subtherapeutic dose of l-methylfolate (7.5 mg); however, it 
was also observed in subjects who received 15 mg during the 
8 weeks of acute treatment, demonstrating 80% remission 
and recovery rates within the first 6 months of continuing 
15 mg l-methylfolate. The reported remission and recovery 
rates in this subgroup of nonresponders suggest that some 
subjects who fail to respond or remit to the initial 4 to 8 
weeks of adjunctive 15-mg l-methylfolate may benefit from 
an extended trial.

This study underscores the importance of achieving 
remission to ultimately attain recovery and prevent 
recurrence. The data from these acute and open-label 
studies suggest that the majority of subjects treated with 
l-methylfolate 15 mg who demonstrated a clinical response 
met full remission criteria. Among the subjects who entered 
the open-label phase in remission and were already on 15-mg 
treatment, none experienced a recurrence. Of the 57 subjects 
entering the open-label phase as responders/nonremitters 
or nonresponders, 56% achieved remission and 26.3% 
achieved full recovery within the first 6 months of open-
label treatment. Only 10 of these 57 were on l-methylfolate 
15 mg for 8 weeks prior to the open-label phase; 23 were on 
l-methylfolate 15 mg for the 30 days prior to the open-label 
phase. This suggests a robust and sustained response within 
3–6 months of receiving adjunctive l-methylfolate.

Among the most notable findings in this 12-month 
study were the high rates of sustained remission and no 
reported recurrence in those who recovered. This supports 
the durability of the remission and recovery with 15-mg 
adjunctive l-methylfolate combined with an SSRI. This is 
similar to the data for subjects entering the open-label phase 
already in remission, as well as for data on those entering 
open label with a response without full remission. The high 
retention rate may be explained by several factors, including 
the favorable tolerability, previous treatment with an SSRI, 
and a blinded adjunctive therapy (l-methylfolate or placebo) 
for at least 30 days prior to entering the long-term therapy, 
and by the high rates of sustained remission (recovery) and 
lack of recurrence during the long-term phase.

The results from this study are limited by the open-label 
design; however, all subjects were enrolled from double-
blind, placebo-controlled trials, and this long-term study was 
an extension study using the same sites and scientific rigor 
utilized for the acute, controlled studies. Additionally, the 
subjects who completed the acute double-blind studies were 
given the option to enter the open-label phase, which may 
have resulted in an enriched population who were already 

Table 3. Incidence of Treatment-Emergent Adverse Events 
During the Open-Label Phase With Adjunctive l-Methylfolate 
(data for placebo in the double-blind trials shown for 
comparison)

Side Effect Category

12-Month Open-Label
l-Methylfolate 7.5–15 mg

(n = 164), n (%)a

Acute Phase
Double-Blind Placebo  

(n = 166)
Gastrointestinal 9 (5.5) 31 (18.7)
Sleep 4 (2.4) 15 (9.0)
Psychological 5 (3.0) 21 (12.7)
Somatic 11 (6.7) 38 (22.9)
Infectious 3 (1.8) 20 (12.0)
Cardiovascular 1 (0.6) 4 (2.4)
Sexual 4 (2.4) 0 (0)
Miscellaneous 5 (3.0) 8 (4.8)
aN is based on total number of patients who received l-methylfolate 7.5 

mg or 15 mg during the open-label study periods of both the first and 
second studies. All patients in open-label phase received l-methylfolate; 
therefore, adverse events reported by patients who received placebo 
at any point during both double-blind study phases are shown for 
comparison.           
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improving during the acute phase; however, the majority of 
the subjects in the long-term analysis included nonresponders 
during the double-blind phase. Another limitation was the 
long duration (12 weeks) between study visits, and subjects 
may have experienced outcome events at an earlier time than 
the 3-month assessments. A long-term maintenance study for 
the prevention of relapse and recurrence requires subjects in 
remission to be followed over time.

CONCLUSION

This study is among the first to suggest the potential 
benefits of l-methylfolate 15 mg with an SSRI as an 
adjunctive therapy for MDD. This study demonstrates the 
safety, tolerability, and high retention rates of adjunctive 
l-methylfolate 15 mg over 12 months. The potential benefits 
of adjunctive l-methylfolate 15 mg over 12 months are 
supported by the reported high rates of response, remission, 
and recovery. The absence of recurrence in all subjects who 
achieved recovery and the high rate of sustained remission 

suggest the potential durable efficacy over 12 months with 
adjunctive l-methylfolate 15 mg and an SSRI. The majority 
of the patients may respond to adjunctive l-methylfolate 15 
mg in the first 3–6 months of therapy, although there may 
be a subgroup of patients who require extended therapy to 
achieve remission and recovery.

Other pharmacologic agents as well as nonpharmacologic 
therapies explored as adjunctive therapy or augmentation 
in patients not responding to antidepressants have 
demonstrated efficacy, but their use may be limited by adverse 
events, and evidence is limited with many approaches.24,25 
Based on these results, adjunctive l-methylfolate can be 
considered an early option in patients who fail to adequately 
respond to monotherapy SSRI, with preliminary evidence 
demonstrating sustained remission and recovery. Further 
controlled studies are warranted to clarify the acute and 
long-term benefits of using l-methylfolate in patients with 
MDD and to ascertain subpopulations who may benefit from 
early intervention with adjunctive l-methylfolate 15 mg for 
inadequate response to monotherapy.
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